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o, A7 A (1) ¢

—_

B
o

o

oy

(1X)

COOH

R3

[0194]
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[0197]

[0198]

[0199]

[0200]

[0201]
[0202]

[0203]

[0204]
[0205]

[0206]

[0207]

[0208]

[0209]

on

EE£45] 10-1288144

2 J=HE F) & ol&ste] opmEsigond g - g

g e ol AdEE B w4 (D) 9 e, 2 A
A oelm dH FE, oE o], AZAQ, Zd ARvtEIYY, WE ARvtEIYY S s o), wh
[e}

B ool e AlTEE A (1) = Yehils Heed@ut 24 £ 1 9 a3 4] S
FPDE9 e 8-S 223 9lol, PDEY of o3t cGUP ] Haj7b wolsh AF, ol Sol, wEE

adF, YA udEel Fusks vk Ae, A4 A4 9w, A wY 2
=

B oahgo o AFHE 2 (1) 2 YehgE goxedgnd §54 £ o o aga 38R A w=
o FollA, PDE9 A&l zHgol F7t= Ao PDE5S A &% Au|et= AL, 1 PDE5S Al #Hgol 7] xsh=
2} W Yedl= 2ol 7ldiE.

i
2 odtgol 2 (1) 9 g3E 9 3FE A e IE 9ol zhi= PDE9 A3 &, PDES A& g, L Hix Fs
Wy mdo) tjgk X 2Hg2, ot A MEsts Adol o YERd 4 ).

(1) PDE9 A3 #-go] 27

1) 17+ #FHAE PDE9 wrule] ZA

GenBank Hlo]EjWo] 2o F55 o] = hsPDEAL 2] 7] WlE (Accession No. : AF048837) & 7|% =&, ©]35}9]
wjd (obupik - Zujajo} - who] QE|FAL) & EbolwE i, W, Human Prostate MATCHMAKER cDNA @ho] =2z
(CLONTECH A}) & & DNA & 3L, Pfu Turbo DNA polymerase (STRATAGENE A}) & o]&3slo], o]ste] zA<l
Zev oA Al g AMol 28] hsPDEIAL ZHIHNEES FZA AL

hPDE9-5A Z2lO|H: CCTAGCTAGCCACCATGGGATCCGGCTCCTCC

hPDE9-3A Zz2t0|MH: TTTTCCTTTTGCGGCCGCTTATTAGGCACAGTCTCCTTCACTG

PCR ¢ =4 : [95C, 5min] X 1lcycle, [(95C, 1min), (58T, 2min), (72C, 3min)] X 25cycle, [727C,
10min] X lcycle

0] Z1 hsPDE9Al Z e ZHEZS Nhel X Notl o &l A3k &4 &3 3, pcDNA 3.1 (+) expression vector
(Invitrogen AF) o Yo, <17+ PDE9 w& #WE = )T},

QIZF PDE9 e WHE Edxxdo]dst tiiddS = wYgste] <17F PDE9 & al

<, LIPOFECTAMINE 2000 Reagent (GIBCO A}) & o]-&3}o] COS-1 Alxel A7 =atsict. o] AxE, W
A7 B A (40mmol/L Tris-HCl pH 7.5, 15mmol/L Benzamidine, 15mmol/L 2-Mercaptoethanol, 1ug/ml
Pepstatin A, 1lpg/ml Leupeptin, 5mmol/L EDTA) oAl ZREA|fo]=3&}ar, 4C, 14,000 X g &2 10 & 44
g 3, S E AFAS], Az HFHIYE PDE9 @ §AS AT}

2) PDE9 A&l #H-&<] 54

[SH]—CGMP (R A = 244.2GBq/mmol) E 33.3nmol/L ¢ HE=E iF3t+= ¥ ¥ B (70mmol/L Tris-HCI pH 7.5,
16.7mmol /L MgCl,. 33.3mmol/L [‘Hl-cGMP) £ 1504 o], W=l o)A, 7} sar2 go (SHF2S DISO ol

L3ste], DNSO 9 %7t 5% 7F HES FRTE FAg A) 50 R 7l ZAgk PDE9 T oS vy
C (40mmol/L Tris-HCl pH 7.5, 15mmol/L Benzamidine, 15mmol/L 2-Mercaptoethanol, 1lug/mé Pepstatin A, lug
/mé Leupeptin) & 1,500 Wi 343k & 50 S H718H%c). o] £ &N& 30T oA 30 &xF <l
OJEd &, By & FollA 90 7t 7tEEF o= PDE9 o &4 WS AAAIZATH thgo=, ALoF &
=9, Snake venom (SIGMA A} @ Img/mé) & 50u¢ H7F3kaL, 30°C oA 10 ¥7F clulo]|Esto 24 <oko] uke
oA oa) A4E [H-5'-OP & [Hl-guanosine ©% WEAZATH o] WAL 0.5ml/L Al ola)] B4
3l o]l s 4% (Bio-Rad AGSOW-X4 resin, mesh size 200-400) 1m¢ & ZHAAZ] ZHo| S3A]7]a, 12

_17_



[0210]

[0211]
[0212]

[0213]
[0214]

[0215]

[0216]
[0217]

[0218]

[0219]

[0220]

[0221]

SS=50] 10-1288144

m o FHFE "N £ BgA7 & 3md/L dEYol: 3m 2 [SH]—guanosine s &

s [ < 8
SA71aL, A Alddeld JREEE A 248 S
&

H7} 35-E2] PDE9 A

| _ A ISSIBES ASS J20| YAty %100
TABUIAMS gAES
B2t Bgt=el 2F kel oMol AAERNH, b shghEe] PDEI o et 1C, #ha ek o As
& 371 & A o YeERd.

(2) PDE5 A& A8 =4 .

) 217+ 2= U] dE PDES ©rle] %A

GenBank H|o]E] H|o]xo] SEx5o] 9l hsPDESAL ¢ 997] vlE (Accession No. : NM_001083) & 7%=, o]3}
o] ujd (SIGMA GENOSYS A}) & #lo]m & 3}al, T, Human Prostate MATCHMAKER cDNA @}olB.#l@] (CLONTECH
A & 3% DNA & 3}, KDD plus DNA polymerase (TOYOBO A}) & o]-&3&}o], o]dle] x99 Z@wjgtola] A
¢l gl (PCR) o ¢} hsPDESAL T 2HEES ZZEA| 7).

hPDE5-5" E Z2IOIH: CGGAATTCCAACCATGGAGCGGGC

hPDE5-3’ ZcH0IH: GCTCTAGATCAGTTCCGCTTGGCCTGG

PCR ¢ =7 : [94T, 2min] X lcycle, [(94°C, 30sec), (65C, 30sec), (68T, 3min)] X 25cycle, [68T,
6min] X lcycle

Ao]Z hsPDESAl Tl 1HEZE XBal 2 EcoRlI & A3 &4 23 &, pcDNA 3.1 (+) expression vector
(Invitrogen A}) o Yo, <IZF PDES &l WE = )T},

217k PDES W HEE Edxzvoldet oS i wigste] <1k PDES Wd WEHE e dir, o
S, LIPOFECTAMINE 2000 Reagent (GIBCO AF) & o]&3Fe] C0S-1 A|¥Eol| LA =43}, o] AEXE,
A BFH A FolA SEA o] =8, 4T, 14,000 X g & 10 & YA 5 AHS By fFH sk}, 1zt
g FH| Y E PDES T oS AT},

2) PDE5 A3l #-g°] 54

“&7] PDE9 Xﬁﬂ 7‘“191 47 w4 Wl o, H7F s3k=e] PDES Asl &8 FAstA, L gAES At
IC @& T3I3iTt. o A%E s ® , PDE9 o tigk ICs %3

=
2
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SS=50] 10-1288144

F A
sae =24 A& g (1 C @k inmo 1 /L)
an
PDE 9 PDE 5
(o]
A1 WO 22 17, 784
N\ Sy S OH
(o]
A Ao 2 /7 HN%_{O 40 21, 116
S Sy OH
o
A A3 /I HN%%O 34 6, 897
S S8 oH
o]
) HN \ a
AAxd 10 | 30 6, 767
cl SN OH
[0222]
[e]
Al 2 mo 24 4, 430
Br Sy S OH
o]
A 2 2 M_{O 34 22, 1509
FaC S8 OH
o
andse  |° HN a 38 915
: L0 |
cl NS OH
o
HN \ O
A Aol 40 ! 46 20, 008
N OH
SCF3
[e]
F. o]
AN 49 m B 44 18, 903
FaC SN o
o
AN 5 2 Fmo 38 3, 417
cl S8 oH
Cl o]
HN o
AN 5 3 B 22 5, 712
SN S OH
L
F o
HN \ O
A Ao 5 7 < | 42 19, 834
N~ S OH
£
[¢]
AN 6 5 m_{() 28 8, 591
\N S OH
O
A Al 6 6 mo 54 1, 638
Sy S OH
[0223]
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[0224]

2 Ao 1

AAe

A

A AT el 1

dAd

~ s OH

Ci

ERE B

Al

dAe) 1

A Ae) 1

N s OH
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10-1288144

495
8 4

™~

045

0,

1

[ie}

48
24

35

Br

Cl

FaC

Cl

Cl

Aael1 11

Ao 11 2

AAd113

dAd 114

AAA 115
AAG 116
Alel 11
dA 118

Al
=

AAlef1109

g3 EA

[0225]

PDE9 A3 #g-o] HE :

§—l_

3

B
=

sl A A

=

pentobarbital (30mg/kg i.p.) @}

=
=

3 ~ 4 78] A Hartley Al EEE (Y3E SLC 4D

[0227]

W7 2.0mm <

of % 1.4mm,

Re=Y

g]

N
N

)
=l

ZEH 1 ~ 2m

7K

oo

el

N

toll A,

|

=]
F

tol, urethane (lg/kg i.p.) Wt

S

o o
Ao W Folg FHEEHE

W

o]

[0228]

1ol ShE el TA

71 A 3]

S
=

A

3}
=

Ay

 EE RS

3
203 ol &

0.4m¢/min <]

b= =1

oF7 1A 2.

WS

AHzZH 7]

~
HO

ol
H

ﬂo

o

B
£

il

W

7N A

=
=

das g JHHE

AR
W WA

oF71A1 1=

=
=

ol 3mg/mb =

10mé/kg 9]

% 39 (HEs %
Al od ol O

b A= =1

e

0.1mg/m¢ 2 3]43k
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[0230]
[0231]

[0232]

[0233]

[0234]

Olﬂ

EE545] 10-1288144

FAlOl, T AMAARE 30 & F71A 7] bk vRAbe] 22RS wbEste] | W Uik, e 2 eSS
AsHglet %, 7] 2Ae] @3 W Folx Ee B4 WER 2930 g npele] mERE
=2 o]g3t Ao Jolrle] A £ WA WE P FAu 7bzbe] H{ES, 7] % B o et
#* B
EB
oz AT 2 B
see 8% (8 /%) (nL.)
(i.v.,mg/kg) - i 3 -
Eod FoAFZ WIS | RAdd FAF #WIF
) PN ;e - 1. 10 1.08  -0.02 | 1.44 1.43 -0. 01
1 0.91 0.47  -0.44 | 1.27 1.23  -0.04
A) ;\] 01] 2
10 0.91 0.78  -0.13 | 1.27 1.02  -0.25
0. 3 1. 16 0.80 -0.36 | 0.95 1.08  +0.13
AAd 10 3 1.16 0. 49 -0. 67 0.95 1. 11 +0. 16
10 1.16 0. 60 0.56 | 0.95 0.95 0.00
1 0.96 0.79  -0.17 | 0.82 0.86  +0.04
A A 36 3 1.16 0.77 -0.39 | 1.33 1.03 0. 30
10 1.11 0.64 -0.47 | 1.06 0.64  -0.42
0. 3 1.08 0.55 -0.53 | 1.54 1.02  -0.52
Al 10 4 3 1. 44 0.78 -0.66 | 1.37 0.88  —0.49
10 1.57 0.83 -0.74 | 1.68 0.62  -1.06
0. 3 1.12 1.02  -0.10 | 1.02 0.91  -0.11
AA 112 3 1.12 0.76  —0.36 1.02 0.27 -0.75
10 1.12 0.59 -0.53 | 1.02 0.48  -0.54
47 E B ol UERfE vl go], B we] Ee Aue] fod A 48w e
olgA slel, & ¥ mA”JH)ivuﬂt:ﬂﬂiﬂﬂﬂﬂﬂEﬂ‘lﬂ%%AEE}J%?%&PM9Hﬂﬂ
24, wE w0 PIE5 A8 ZHeE @H]%}—E 9 AsAl=A QIZE, 1 o]9le] Ef FES] SlolAe] PDE9
| A Ar, A2 5¢ A8, AT 59 = valfﬁ<ﬂ Bl o 34 4 R 47 el

A3 %ol 5) & & vk,

o] ofAlE FEA ATkAe A, 1Al Y (dE 5o, A, d AeA, A A

A, FEA, AkA,
AlEA, A, ERTIE F), HPﬂiﬂ Fe (o5 501, A, da ) == A4 FH (s
o]

Sol, FAAl,
A7) AR AL

A, dgd, 2H, Axdgo] §) F o= e AA ﬁ‘EHE ZAEte] o] & 4 Q.

g F e FE5A @ﬂ%i—*, °%l~ 0], A%, AYd, X529, §9, 39, ‘QEEi, ekl g, "9,

2Hol2 A, WMEAERZ 7PE£’\]“1]%“‘E Q2 e ¢, ofgbulol A, EeldEdIEE, p-
sleEZA Ao 2H 2, AlY], Cghe, TeddaeF, opdd, steRes SEAlY, HSUEF, ofsit

YEF, AMIEE, ’\1##‘} TS E T A I A= L??} AzEH R {F&3 b2 FAE FHE

F& At}

I oFA] Fol ,

I dolAel 2 (1A) 9 33Ee a3, 2 AY, Fo Fy To wel Aolshy, dwyo=w
oA 2 wkuA Fejel A$oE 0.1 ~ 50 FH% o vEE, agla AF Fee A
) [e]
=g

i
oy
e
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[0235]

[0236]

[0237]
[0238]

[0239]

[0240]
[0241]

[0242]

[0243]

[0244]
[0245]

[0246]

[0247]
[0248]

A (1) 9 sEHEel Folge, vgom st ke MR ¥ BRo BF, d¥om s Ao BF,

Fol AR, 349 A%, dAe] A Fol mel PuAA v £ Qe JuHost, 1 U 0.01 ~ 5

m/ke, MFASAL 0.02 ~ ne/ke o WA WE T & Avh. e, Al gol B4 Syl BF, o

Aol A Gel whl, 47 welel sherch de ¢ mi ARut Be Fe Fos AL BE Ase
A7) Fele 1918 EE F IR o] FId 9t

g 4 o
o, AAlel, Azl L ARl oJa) B ouHE g FAHOR Hnstid, ¥ wWe o AAdzw o
g5E AL otk

Az 1
5-w &l -4-2 4-2-(E] 2 #H-3-YU v E])-3 4-

T
5o 1e-3-w D E| . A-2,4-t) h2 R A4 o W 515mg ¥ 3-El QAL EUED 206 &, 4 FH] PBEh
SAF g 8t o] Hrhstel, 10 A WU ¥, 0 EFNS dgd Fol, 25% gEUos
o8~ 92 23S, 4F8 2 A stel, =, el Az AT 201 2%
S NN-THgEEolr =g N2R AT Egloz e ARgst], A SHE 307 & AU,

O
El
rﬂi
QL
o 2
o

TH—NMR (DMSO—dg) 8:1. 30 (3H, t, J=7. 1Hz), 2. 8
1 (3H, s), 3. 97 (2H, s), 4. 30 (2H, q, J=7. 1Hz), 7. 0—
7. 6 (3H, m), 12. 74 (1H, br s)

MS (m/z): 334 (M)
olal, Azl 13 BAA dol, Axal 2 ~ 20 ) HFBE BN,
A4 2

5-m| Bl 4= A-0- (¥ @ 3-2-9d W[ &) -3 4-T]s| = mHl ol = [2,3-d | I 2] W] T -6-T} = A Aho E

!H—NMR (DMSO—dg) 6§ :1. 30 (3H, t, J=7. 1Hz), 2. 8
1 (3H, s), 4. 17 (2H,-s), 4. 30 (2H, g, J=7. 1Hz), 6. 9—
7. 5 (3H, m), 12. 80 (1H, br s)

MS (m,/z): 334 (M%)

Azxd 3

2-(5-Z22E 9 -2-Ad W E)-5-HE-4-& -3 4-T]3| =2 E] o] =[2,3-d]F] g v] -6-F} 2 E- 2 ALo] €]

H—NMR (DMSO—dg) §:1. 80 (8H, t, J=6. 9Hz), 2. 8
1 (3H, s), 4. 14 (2H, s), 4. 30 (2H, q, J=7. 1Hz), 6. 91
(1H, d, J=38. 9Hz), 6. 98 (1H, d, J=3. 9Hz), 12. 79 (1
H, br s) .

MS (m/z):370 (M*+2), 368 (M™")

A Zd 4
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SS=50] 10-1288144

[0249]  5-wE-2-(4-wEE|o}=-2-U W E)-4-F4-3,4-T] S| E 2 E]of| 1= [2,3-d | F H V| H-6-Ft 2 A 3 &

'H—NMR (DMSO—dg) 6:1. 30 (8H, t, J=7. 1Hz), 2. 3
2 (3H, d, J=0. 8Hz), 2. 82 (3H, s), 4. 30 (2H, q, J=7.
1Hz), 4. 37 (2H, s), 7. 21 (1H, d, J=0. 8Hz), 12. 85 (1
H, br s)

MS (m./z):349 (M%)
[0250]

[0251]  Axe 5

[0252] 2-(2-ZF 9 2l A)-5-WE-4-& -3 4-t]3] =2 E o) =[2,3-d]F] g v ¥l-6-F} 2 E A Ao €]

'H—NMR (DMSO~—dg) 8:1. 29 (3H, t, J=7. 1Hz), 2. 8
2 (3H, s), 4. 05 (2H, s), 4. 29 (2H, q, J=7. 2Hz), 7. 1~—
7.5 (4H, m), 12. 80 (1H, br s)

. +
[0253] MS (m/z): 346 (M%)

[0254]  Azd 6

[0255]  2-(3-FEF e =mWlZ)-6-mT-4-54-3 4-t|s| =2 ol :=[2,3-d] I 2] P d-6-T}= H A Aol &

ITH—NMR (DMSO—dg) 6:1. 30 (3H, t, J=7. 1Hz), 2. 8
1 (3H, s), 3. 99 (2H, s), 4. 29 (2H, q, J=7. 1Hz), 7. 0—
7. 5 (4H, m), 12. 77 (1H, br s)

MS (m/z):346 (M%)
[0256]

[0257]  Azxd] 7

[0258]  2-(3-SZZWH)-5-HY-4-24-3 4-U3] =2 E] o =[2,3-d]| I 21| H-6-F} 2 A 4lol &

IH—NMR (DMSO-—dg) §:1. 30 (3H, t, J=7. 1Hz), 2. 8
1 (3H, s), 3. 98 (2H, s), 4. 29 (2H, q, J=7. 1Hz), 7. 2—
7. 4 (3H, m), 7. 45 (1H, s), 12. 77 (1H, br s)

. + +
[0259] MS (m/z):364 (M*+2), 362 (M¥)

[0260] Az 8

[0261] 2-(2,3-UZFZ 2 A)-5-HE-4-L24-3 4-T 3| =2 E| o =[2,3-d]F] g n]-6-7} 2 E A ALo] €]

TH—NMR (DMSO—dg) 6§ :1. 29 (3H, t, J=6. 9Hz), 2. 8
3 (3H, s), 4. 21 (2H, s), 4. 29 (2H, q, J=7. 2Hz), 7. 3—
7.7 (3H, m), 12. 81 (1H, br s)

[0262] MS (m/z):898 (M*+2), 396 (M¥)

[0263] Az 9

_24_



[0264]

[0265]
[0266]

[0267]

[0268]
[0269]

[0270]

[0271]
[0272]

[0273]

[0274]
[0275]

[0276]

[0277]
[0278]

2-(2 4-tZF2 2 A)-5-HE-4-24-3 4-t]s| =2 E o =[2,3-d]F] g V] vl-6-F} 2 E A Ao €]
IH-NMR (DMSO—dg) 6:1. 29 (3H, t, J=7. 1Hz), 2. 8
2 (3H, s), 4. 14 (2H, s), 4. 29 (2H, q, J=7. 2Hz), 7. 3~—

7. 7 (3H, m), 12. 82 (LH, br .s)

MS (m,/z): 398 (M*+2), 396 (M%)

Alzxd 10

2-(3,4-"E 22 #)-5-mE-4-& -3 4-t]3| =2 E| | =[2,3-d]F v d-6-F 2 F A2}

g

IH—NMR (DMSO—dg) 6 : 1.
1 (3H, s), 4. 00 (2H, s), 4.

7. 7 (3H, m), 12. 77 (1H, b

29

(3H, t, J=7.

29 (2H, q, J=7.

r s)

MS (m/z):398 (M*™+2), 396 (M%)

Az 11

2-(3-H 22 W A)-5-mg-4-24-3 4-t]3| =2 E|o = [2,3-d]|FH & v H-6-F} 2 Z 2 Ao &

OHz)

2H z),

, 2. 8

7. 3—

ITH-NMR (DMSO—dg) 6 : 1.

30 (

3H, t, J=6.

1 (3H, s), 3. 98 (2H, s), 4. 29 (2H, q, J=7.

7. 7 (4H, m), 12. 76 (1H, br

s)

MS (m/2z):408 (M*+2), 406 (M%)

Az 12

9H z),

2. 8

1Hz), 7. 2—

2-(4-B 22 W A)-5-m g -4-2 -3 4-t]3| =2 E]o = [2,3-d]| & v H-6-F} 2 E 2 Ao &

TH—NMR (DMSO—dg) & : 1.

30 (

3H, t, J=7.

0O (3H, s), 3. 95 (2H, s), 4. 29 (2H, q, J=7.

7. 6 (4H, m), 12. 76 (1H, br

s)

MS (m/ z):408 (M*+2), 406 (M™)

Alzxd 13

5-E-2-(3-W & W A )-4-2 1-3 4-t] 3| =2 E] o) = [2.3-d] F & 1] ¥l-6-F} 2 E 2 2ol E]

'H—NMR (DMSO—dg) 6 : 1.
8 (3H, s), 2. 80 (3H, s), 3.
7. 1Hz), 7. 0—7. 3 (4H, m),

MS (m/2z): 342 (M™")

A Zd 14

30 (3H, t, J=7.

91 (2H, s), 4. 29 (2H,

12.

75 (1H, br

_25_
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[0279] 5-HE-2-(4-w Bl A)-4-2 -3 4-1] 3| =2 E o =[2,3-d]F & 1| P-6-T} 2 E A 2o

i}

I ~NMR (DMSO—dg) 6 :1. 30 (3H, t, J=6. 9Hz), 2. 2
6 (3H, s), 2. 80 (3H, s), 3. 90 (2H, s), 4. 29 (2H, q, J=
7. 2Hz), 7. 13, 7. 23 (4H, AB, J=7. 7THz), 12. 74 (1H,
br s)

[0280] MS (m/z):342 (M%)

[0281]  AZxd 15

[0282] 5-HEl-4-A-2-(2-EgEFoad el d)-3 4-t]3| =2 E|of| =[2,3-d]F] v H-6-F} 2 F A Ao €]

IH—-NMR (DMSO—dg) 6 :1. 28 (3H, t, J=6. 9Hz), 2. 8
2 (3H, s), 4. 24 (2H, s), 4. 28 (2H, q, J]=7. 2Hz), 7. 4—
7. 8 (4H, m), 12. 83 (1H, br s)

[0283] MS (m./z):396 (M%)

[0284]  Alxd] 16
[0285] 5-HE-4-24-2-(3-EZZFQ 2w el @)-3 4-t]3| = ZE|J=[2.3-d] T v H-6-F} 2 E 2 Ao €]

IH—-NMR (DMSO—dg) §:1. 29 (3H, t, J=6. 9Hz), 2. 8
1 (8H, s), 4. 09 (2H, s), 4. 29 (2H, q, J=7. 2Hz), 7. 5—
7. 7 (3H, m), 7. 76 (1H, s), 12. 80 (1H, br s)

[0286] MS (m/z):396 (M%)

[0287]  A|Zd 17
[0288] 5-HE-4-24-2-(4-EFZFQ 2 el E)-3 4-t]F| = ZE|=[2.3-d] T v H-6-F} 2 E 2 Ao €]

IH—NMR (DMSO—dg) 6:1. 29 (3H, t, J=7. 1Hz), 2. 8
1 (3H, s), 4. 08 (2H, s), 4. 29 (2H, g, J=7. 1Hz), 7. 58,
7. 70 (4H, AB, J=8. 1Hz), 12. 82 (1H, br s)

[0289] MS (m/z):396 (M)

[0290]  A]Zq] 18
[0291] 2-(AEZdEl-1-o I E)-5-HE-4-4-3 4-T3| =2 E| o =[2,3-d] ¥ g1 H-6-F} 2 & Al 2lo &l

IH—NMR (DMSO-—dg¢) 6 :1. 80 (3H, t, J=7. 1Hz), 1. 7
—1. 9 (2H, m), 2. 2—2. 4 (4H, m), 2. 81 (3H, s), 3. 41 (2
H, s), 4. 30 (2H, q, J]=7. 2Hz), 5. 47 (1H, d, J=1. 5Hz),
12. 56 (1H, br s)

[0292] MS (m/z):318 (M*¥)

[0293] %4 19
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[0294]

[0295]
[0296]

[0297]

[0298]
[0299]

[0300]

[0301]

[0302]
[0303]
[0304]

[0305]

[0306]
[0307]

[0308]

[0309]

SS=50] 10-1288144

2-AZ 2 AL E-5-HE-4-&4-3 4-T 3| EZE| o =[2,3-d] T g H-6-F} 2 & A Alo E]

IH—NMR (DMSO—dg4) 8:1. 1—1. 3 (2H, m), 1. 30 (3H,
t, J=7. 1Hz), 1. 4—1. 9 (6H, m), 2. 2—2. 4 (1H, m), 2. 6
1 (2H, d, J=7. 3Hz), 2. 81 (3H, s), 4. 29 (2H, q, J=7.
1Hz), 12. 50 (1H, br s)

MS (m/z): 320 (M%)

Az 20

2- A F 2 AN el -5-w g -4-F 43 4-ts| =R E] o =2, 3-d ]I 2P| T -6-F} = A Ao &l

1H~-NMR (DMSO—dg) §:0. 9—1. 3 (5H, m), 1. 31 (3H,
t, J=7. 1Hz), 1. 5—1. 9 (6H, m), 2. 81 (3H, s), 4. 30 (2
H, q, J=7. 1Hz), 12. 48 (1H, br s).

MS (m/z):334 (M%)

Az 21

2-(4-tert-HE-EA 72 R Iy H 2} 2 -1-L w8l )-5- Bl -4-2 A-3 4-T] 3| = 2 E| | = [2,3-d ] F & v H-6-7} 2 &2 Al
A=)

2-Z 22 E-5-vE-4-8 -3 4-U3| =2 E|o|| =[2,3-d]F ] d-6-Ft 25 alo & 1.15g, tert-F-FA|7t2HYd

eyl 745mg, ANEAFEF 20m 2 Ez|o"Eolnl 400mg o EFES, 80T oA 3 AlIZF wHHESiTh. o
ek $ oukbg E3EY BES HUslal, SEREXFOR FEHIEY, FF blavlgoR AxAI §, et
stoll Al &ulE FH AlASUT AbE ARzt A A AReESHY (PN EACYE ¢ SEEXE 9
=2 :1:1) 2 ZAske], ¥4 33E 1.362 (78%) & AUt

IH~-NMR (CDC1,) 6:1. 40 (3H, t, J=7. OHz), 1. 47 (9
H, s), 2. 55 (4H, t, J=4. 8Hz), 2. 94 (3H, s), 3. 51 (4H,
t, J=4. 8Hz), 3. 58 (2H, s), 4. 37 (2H, q, J]=7. 3Hz)

" MS (m/z):436 (M*), 129 (base)

Az 22
3-#l"-2 5-twg-4-%4-3 4-T]3| =R E] o = [2,3-d] I W] H-6-7F 2 54 4o
2,5~ E-4-%2-3 4-T] 3| =2 E] o] = [2,3-d] T W] -6-7} 2 H 2 2bo & 252mg, ©HAFZE 138mg, oMM EUED
15me B MAFZe}ol= Il o EFES kW 7 SFAIE . et w5 3, AAE Aggr A 79
ArviEddgy] (ER2EXE 0 vgE =100 1) 2 GAlste], A 3HHE 153mg (45%) & DA

'TH—-NMR (CDC 1) §:1. 40 (3H, t, J=6. 9Hz), 2. 54 (3
H, s), 2. 96 (3H, s), 4. 37 (2H, q, J=6. 9Hz), 5. 35 (2H,
s), 7. 1—7. 2 (2H, m), 7. 2—7. 4 (3H, m)

MS (m/2z): 342 (M*), 91 (base)

Az 23

2-(3,4-v S22 W#)-3,5-tu8-4-&4-3 4-t] 3] =2 E A =[2,3-d ]| H 2| 1] H-6-TF} 252 2ol &

2-(3,4-T)F 22 A A)-5-HE-4-&2-3 4-T)3| =2 E| 9| =[2,3-d] T g v d-6-F} 222 A &l 100mg, EAFEF 40
mg, SFHNIEUED 10m 2 203w E 40mg o EIES, 1.5 A7 719 S-FA AL, 7o =
5 Aggt A 29 A2vtEady (oM EAE ¢ dak =1 0 1) 2 AASIY, ®A 3FE 60mg (58‘7) =



[0310]
[0311]

[0312]

[0313]

[0314]
[0315]
[0316]

[0317]

[0318]
[0319]
[0320]

[0321]

[0322]
[0323]

[0324]

SS=50] 10-1288144
LA

IH-NMR (CDC1l,) 6:2. 92 (3H, s), 3. 47 (3H, s), 3. 8
8 (3H, t, J=6. 9Hz), 4. 15 (2H, s), 4. 37 (2H, q, J=6.
9Hz), 7. 0—7. 1 (1H, m), 7. 34 (1H, d, J=1. 9Hz), 7. 41
(1H, d, J=8. 4Hz)

MS (m/z):412 M*+2), 410 (M*), 159 (base)

Axd 24

5ol ] te-d-o S A 7he 1 Y -3-v] € -g-E] © Mol A E Ak

S RAMUARE 1.72g, 3 352me, AohwobAEAE 1.13g, L st P ol 1nt o EFES, A

oA shEit . WS BB 2ReIes Pilen, st FRe4w A ¥, B Fa)

Tdlgen AZAA, A Sl W FF AASAT. AT A A 29 Anceads (@
3

D 2 AAsI], ®A 3eHE 1.20g (40.1%) & LA}
IH—NMR (CDC1,) §:0. 9—1. 0 (3H, m), 1. 3—1. 5 (5H,
m), 1. 5—1. 7 (2H, m), 2. 19 (3H, s), 2. 5—2. 6 (2H, m),
2. 7—2. 8 (2H, m), 4. 0—4. 2 (2H, m)
MS (m/2z):299 (M*¥), 198 (base)
Az 25

2-(3.4-t)F 22 A)-5-mel-4-5 43 4-1]3| = 2 E| o] =[2,3-d]¥] | 1| P -6-0} A EALELE]

5-oh] —4-o| A 7L 2 W -3-HE-2-E] L HPA EAFEE 900mg, (3,4-UZZ2HH)oIHEYER 558mg 2 4
74 9AH/1,4-"54E &9 20mt o EFES, AR s whksgith. g 58 WaE Hrtst
a1, 25% PEYGFR FIAIZATE. ojFlof| ERZEFE HUlste] FEeta, F ladEos Ax
AA, 7S stlA §E SF/ AAS AT AL At A 2 A2uiEOs (E22XFE 0 AEE
=50 : 1) 2 AAst], ZA 3E 500mg (38%) & At

'H-NMR (CDC1l3) §:0. 8—1. 0 (83H, m), 1. 3—1. 5 (2H,
m), 1. 6—1. 7 (2H, m), 2. 58 (3H, s), 3. 81 (2H, s), 4. 0
1 (2H, s), 4. 1—4. 2 (2H, m), 7. 2—7. 4 (1H, m), 7. 39 (1
H, d, J=8. 5Hz), 7. 59 (1H, d, J=2. 3Hz), 12. 35 (1H,
s)

MS (m,/2z): 440 (M*+2), 438 (M%)
Az 26
5-0}u] t—q-o] B A 7h 2 1 -3t ) -2-E] © 3 2 3] & Aol &)
Azl 24 ¢ BAGA o}, TA AFEE AT,

MS (m z): 285 (M*)

Az 27

2-(3,4-tZF 2 E2WE)-5-Hd-4-24-3 4-1 3| = 2-6-E|o| .= [2.3-d]F g M H-6-Z Z 3] LAl &

_28_



[0325]

[0326]
[0327]
[0328]

[0329]

[0330]
[0331]
[0332]

[0333]

[0334]
[0335]

[0336]

[0337]

[0338]
[0339]

[0340]

[0341]

[0342]

[0343]

Azl 25 o FLsHAl 3te], EA FFES AT

'H—NMR (DMSO—dg) §:1. 16 (3H, t, J=7. 1Hz), 2. 3
9 (3H, s), 2. 59 (2H, t, J=7. 1Hz), 3. 00 (2H, t, J=7.
1Hz), 3. 94 (2H, s), 4. 05 (2H, q, J=7. 1Hz), 7. 2—7. 7
(3H, m), 12. 43 (1H, br s)

MS (m/z):426 (M*+2), 424 (M%)
A Zo 28
5-oln i—4-o| EA 7L E W U -3-H| 5 -2-E] @ S RE]| 2 Al €]

Azel 24 o FAstA sto], FA sFES LA

'TH-NMR (CDC1l,) §:1. 1—1. 4 (6H, m), 1. 7—1. 9 (2H,
m), 2. 17 (3H, s), 2. 2—2. 4 (2H, m), 2. 60 (2H, t, J=7.
5Hz), 4. 0—4. 2 (2H, m), 4. 2—4. 4 (2H, m), 5. 91 (2H,
br s)

MS (m/z): 299 (M%)

Az 29

2-(3.4-tZF2 2 A)-5-HE-4-22-3 4-t3]| =2 E o) =[2,3-d]F] 2 7] ¥-6-F-E] 22} &

Aze] 25 oF L8 sto], FA FES LA

'H—NMR (DMSO—dg) 6§ :1. 17 (3H, t, J=7. 1Hz), 1. 7
—1. 9(2H, m), 2. 34 (2H, t, J=7. 3Hz), 2. 37 (3H, s), 2.
76 (2H, t, J=7. 5Hz), 3. 94 (2H, s), 4. 04 (2H, q, I1=7.
1Hz), 7. 2—7. 7 (3H, m), 12. 44 (1H, br =)

MS (m/z): 440 (M*+2), 438 (M%)

Az 30

5ol =-3-Eg Z £ 0 S EE Q #l-2 4-t]FFE2 E A Tl o €l

Azel 24 o FLsA sto], FA sFES LA

MS (m/z):311 (M%)

Alzxd 31

2-(3.4-t)F =2l & )-4-% 4 -5-E 4]

i

on

Fo2rE-3 4-tJ3| =2 E|o=[2,3-d]F g H-6-FL2E A X

10-1288144

Az 25 o Tl s, HA FFES ATt

IH—NMR (DMSO—dg¢) 6:1. 29 (3H, t, J=7. 1Hz), 4. 0O
4 (2H, s), 4. 36 (2H, q, J=7. 1Hz), 7. 3—7. 7 (3H, m), 1
3. 05 (1H, br s)

MS (m/z):452 (M*+2), 450 (M"*)

Az 32
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[0344]

[0345]

[0346]
[0347]
[0348]

[0349]

[0350]
[0351]
[0352]

[0353]

[0354]
[0355]

[0356]

[0357]
[0358]

[0359]

[0360]
[0361]

[0362]

[0363]
[0364]

on
JH
Jm
Ql

5-opv]te3-o B A B S E] © -2, 4-T] 7hE 21 Aha-of -] )

Azel 24 o FLstA sto], FA FES LA

MS (m. z): 273 (M")
Az 33
2-(3,4-v S22 WA )-5-H EA W E-4-%4-3 4-t] 3| =2 E| A =[2,3-d | H 2] v H-6-F} 2 5 A 2 el

Aol 25 ok FdaHA sk, FAl SFES AU

TH—NMR (DMSO—de) §:83. 58 (3H, s), 3. 79 (2H, s), 3.
90 (3H, s), 3. 94 (2H, s), 7. 2—7. 7 (3H, m), 12. 48 (1H,
br s)

MS (m/z):414 (M*+2), 412 (M™*)
olsl, Az 1 3 FL3IA sho], Az 34 ~ 79 9 FFES T
A x4 34

5-H8-2-(2-1} T E)-4-2 -3 4-T] 5| = ZE| 9 = [2,3-d]F v H-6-F} 2 E 2 Akof| &

o,
ol
o
32
)

MS (m z):364 (M*, base)

Azd 35
2-(-HEA T2 I A )-5-1El-4-8 4 -3 4-T]3| =2 E|of| =[2,3-d] I 2| n|H-6-F} 2 H A Ao &

1H—NMR (DMSO-—d,) 6§ :1. 28 (3H, t, J=7. 1Hz), 2. 8
2 (3H, s), 3. 72 (3H, s), 4. 28 (2H, q, J=7. 1Hz), 4. 34
(2H, s), 7. 83—=7. 5 (2H, m), 7. 58 (1H, dt, J=1. 5, 7. 7
Hz), 7. 89 (1H, dd, J=1. 5, 7. THz), 11. 27 (1H, br s)

MS (m/z):386 (M"), 354 (base)

Az 36
5-mE-4-L4-0-(F 2| d-2-AU | E)-3 4-T] 3| = 2E]of| = [2,3-d ]| F] 2| v H-6-F} 2 H A Ao &

'H—NMR (DMSO—dg) 6:1. 29 (3H, t, J]=6. 9Hz), 2. 8
3 (3H, s), 4. 29 (2H, q, J]=6. 9Hz), 4. 44 (2H, s), 7. 6 —
7. 9 (2H, m), 8. 1—8. 3 (1H, m), 8. 72 (1H, d, J=4. 6Hz),
12. 89 (1H, br s)

MS (m/z):329 (M*, base)

Azd 37
-l =3 = -5-vE-4-2 -3 4-U3]| =2 E o =[2,3-d]F] & 1] -6-F} 2 E 2 Alof €]

'H—NMR (DMSO—dg) 6 :1. 29 (3H, t, J=6. 9Hz), 2. 8
1 (3H, s), 4. 30 (2H, q, J=6. 9Hz), 5. 52 (1H, s), 7. 2
—7. 4 (10H, m), 12. 87 (1H, br s)

MS (m/z): 404 (M*, base)

Az 38
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SS=50] 10-1288144

[0365] 2-(3-H 2R -4-HEA W ZA)-5-1El-4- -3 4-T5| = ZE| o =[2,3-d]F ] H-6-F} 2 E 2 Ako|| &

ITH—NMR (DMSO—dg) 6§:1. 30 (3H, t, J=6. 9Hz), 2. 8
0 (3H, s), 3. 82 (3H, s), 3. 90 (2H, s), 4. 29 (2H, q, J=
6. 9Hz), 7. 07 (1H, d, J=8. 5Hz), 7. 33 (1H, dd, J=2.
1, 8. 5Hz), 7. 60 (1H, d, J=2. 1Hz), 12. 72 (1H, br s)

. + +
[0366] MS (m/z): 438 (M*+2), 436 (M*, base)

[0367]  AlZxd 39

[0368] 2-(2-FEE-5-EfZFo 2uedz)-5-HE-4-24-3 4-U3 =2 x=[2,3-d] g d-6-F} = E 2 Ao €]

TH—-NMR (DMSO—dg) 6:1. 28 (3H, t, J=7. 1Hz), 2. 8
2 (3H, s), 4. 27 (2H, s), 4. 28 (2H, ¢, J=7. 1Hz), 7. 72
(2H, d, J=1. 5Hz), 7. 91 (1H, s), 12. 84 (1H, s)

[0369] MS (m/z):432 (M*+2), 430 (M*), 395 (base)

[0370] Az 40

[0371] 2-(2-ZF Q0 2-3-EfZZ2 2u el d)-5-wE-4-24-3 4-T|3| =2 E| o x=[2,3-d] ¥ g H|H-6-7} 2 &2 Al E]

IH—NMR (DMSO—dg) §:1. 29 (8H, t, J=7. 1Hz), 2. 8
2 (3H, s), 4. 16 (2H, s), 4. 29 (2H, q, J=7. 1Hz), 7. 40
(1H, t, J=7. 7Hz), 7. 6—7. 8 (2H, m), 12. 83 (1H, br s)

[0372] MS (m/ 2):414 (M*, base)

[0373] Az 41

[0374] 2-(2-ZF 0 2-5-EZZZ 0 2uguld)-5-wE-4-24-3 4-T3| =2 E o x=[2,3-d]H Y| H-6-7} 2 E 2] Al &l

IH—NMR (DMSO—dg) 6:1. 29 (3H, t, J=7. 1Hz), 2. 8
2 (3H, s), 4. 16 (2H, s), 4. 28 (2H, q, J=7. 1Hz), 7. 45
(1H, t, J=9. 1Hz), 7. 7—7. & (1H, m), 7. 9 (1H, dd, J=
1.9, 6. 6Hz), 12. 80 (1H, br s)

. + b
[0375] MS (m/z):414 (M, ase)

[0376] Az 42

[0377] 2-(3-Z22-2-ZF 9 2 Wl A )-5-HE-4-4-3 4-T] 3| =2 E| o =[2,3-d] ¥ F n] U-6-7} 2 E A ALof €]

1H—~NMR (DMSO~-—dg) 6:1. 29 (3H, t, J=7. 1Hz), 2. 8
2 (8H, s), 4. 11 (2H, s), 4. 29 (2H, q, J=7. 1Hz), 7. 21
(1H, dt, J=1. 0, 7. 9Hz), 7. 3—7. 4 (1H, m), 7. 4—-7. 6
(1H, m), 12. 77 (1H, br s)

MS (m/z):382 (M*+2), 380 (M*, base)
[0378]

[0379] Az 43
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[0380]

[0381]
[0382]

[0383]

[0384]
[0385]

[0386]

[0387]
[0388]

[0389]

[0390]
[0391]

[0392]

[0393]
[0394]

2-(3-F2RA-F TR 2 W Z)-5-md-4-54-3 4-ts| =2 ¥ o :=[2,3-d| ] 2] n] H-6-7}= 4 Aol &

IH—NMR (DMSO-—dg) 6:1. 29 (83H, t, J=7. 1Hz), 2. 8
2 (3H, s), 4. 11 (2H, s), 4. 29 (2H, ¢q, J=7. 1Hz), 7. 21
(1H, dt, J=1. 0, 7. 9Hz), 7. 3—7. 4 (1H, m), 7. 4—7. 6
(1H, m), 12. 77 (1H, br s)

MS (m/z): 382 (M*+2), 380 (M*, base)

Azl 44
2-(5-F2R-2-F T 2 Z)-5-md-4-54-3 4-ts| =2 ¥ o) :=[2,3-d| I 2] V] H-6-7}= 4 fhol &

IH—-NMR (DMSO—dg) 6:1. 29 (3H, t, J=6. 9Hz), 2. 8
2 (3H, s), 4. 06 (2H, s), 4. 29 (2H, q, J=6. 9Hz), 7. 26
(1H, t, J=9. 1Hz), 7. 3—7. 5 (1H, m), 7. 52 (LH, dd, ]
=2. 7, 6. 2Hz)

MS (m/z): 382 (M*+2) , 380 (M*, base)

Azd 45
2-HlA-4-2 4-3 4-t] 3| =2 E o =[2,3-d]F 2] H-6-F} 2 E 2 Ao E]

'H—NMR (DMSO—dg) 6 :1. 31 (3H, t, J=7. 1Hz), 3. 9
9 (2H, s), 4. 32 (2H, q, J=7. 1Hz), 7. 2—7. 4 (5H, m), 7.
92 (1H, s), 12. 92 (1H, br s)

" MS (m/2z):314 (M*), 91 (base)

Az 46
2-(3,4-UZ 22 A)4-24-3 4-T3| =2 E 0| = [2,3-d]|F 2| v H-6-F} 2 B2 Ao &

1H—-NMR (DMSO—dg) 8§ :1. 31 (3H, t, J=7. 1Hz), 4. 0
3 (2H, s), 4. 32 (2H, q, J=7. 1Hz), 7. 36 (1H, dd, J=1.
9, 8. 3Hz), 7. 60 (1H, d, J=8. 3Hz), 7. 66 (1H, d, J=1.
9Hz), 7. 92 (1H, s), 12. 89 (1H, br s)

MS (m/z):384 (M*+2), 382 (M™, base)

Azd 47
- E-2-(2-wW & W A )-4-2 13 4-t] 3| =2 E] o) = [2.3-d] F & v] ¥l-6-F} 2 B2 2o E]

1H-NMR (DMSO—d,) 6 :1. 30 (3H, t, J=7. 1Hz), 2. 3
0 (3H, s), 2. 82 (3H, s), 3. 99 (2H, s), 4. 29 (2H, q, J=
7. 1Hz), 7. 0—7. 2 (4H, m), 12. 73 (1H, s)

MS (m/z):342 (M")

Az 48
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[0395]

[0396]
[0397]

[0398]

[0399]
[0400]

[0401]

[0402]
[0403]

[0404]

[0405]
[0406]

[0407]

[0408]
[0409]

2-(3-M A2 A A -5 8 4-2 -3 4-U 3| =2 E o =[2,.3-d] ¥ ] -6-F} 2 E A Al €]

'"H-NMR (DMSO—dg) §:1. 30 (3H, t, J=7. 3Hz), 2. 8
2 (3H, s), 4. 00 (2H, s), 4. 29 (2H, q, J=7. 3Hz), 5. 06
(2H, s), 6. 9—7. 0 (1H, m), 7. 05 (1H, d, J=7. THz), 7.
2—7. 3 (7H, m), 12. 63 (1H, s)

MS (m/2z): 434 (M%)

Az 49

2-(4=A D) =57 4= % -3, 4-0) 5] = 2 ¥] of 2 [2,3-d] 5] 2] v] W1 -6-7h 2 B A 2ol &

IH—NMR (DMSO-—dg) 6:1. 15 (3H, t, J=7. 7THz), 1. 3
0 (3H, t, J=7. 1Hz), 2. 57 (2H, q, J=7. 7THz), 2. 81 (3
H, s), 3. 92 (2H, s), 4. 29 (2H, q, J=7. 1Hz), 7. 16 (2H,

d, J=8. 1Hz), 7. 26 (2H, d, J=8. 1Hz), 12. 76 (1H, br s)

MS (m/z):356 (M%)

Az 50
2-(4-ol X 2wl A )-5-HEl-4-& -3 4-T] 3| = ZE| | = [2,3-d ] I E| "] H-6-F} 2 H A Ao &)

IH—NMR (DMSO—dg) 6§ :1. 17 (6H, d, J=7. OHz), 1. 3
0 (3H, t, J=7. 1Hz), 2. 80 (3H, s), 2. 84 (1H, sep, J=
7. OHz), 3. 91 (2H, s), 4. 29 (2H, ¢, J=7. 1Hz), 7. 19 (2
H, d, J=8. 3Hz), 7. 27 (2H, d, J=8. 3Hz), 12. 77 (1H,
s)

MS (m/z):370 (M%)

Alzxd 51

2- {3.5-H|A(EgZFoaveE A} 5-mE-4-&4-3 4-T]5| =2 E| | =[2, 3-d]J] g d-6-F =5

10-1288144

1H—NMR (DMSO-—dg) 6:1. 29 (3H, t, J=7. 1Hz), 2. 8
0 (3H, s), 4. 23 (2H, s), 4. 28 (2H, q, ]=7. 1Hz), 8. 01
(1H, s), 8. 11 (2H, s), 12. 81 (1H, s)

MS (m/z):464 (M*)

Az 52
2-(3,4-t]ZF e 2 )-5-w&-4-8 -3 4-T]3| =2 E|of| =[2,3-d] I g H]H-6-F2 2 4l &

1H—-NMR (DMSO—dg) 6§ :1. 30 (3H, t, J=7. OHz), 2. 8
1 (3H, s), 3. 98 (2H, s), 4. 29 (2H, g, J=7. 0OHz), 7. 1—
7. 5 (3H, m), 12. 76 (1H, s)

Ms(m/z):364(M+)

Az 53
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[0410] 2-(2,5-T)ZF 9 2wl &) -5-HE-4-& -3 4-T3| =2 E| o] =[2,3-d] ¥ g | H-6-F} 2 Al 2lo €]

IH—NMR (DMSO—dg) 6§ :1. 29 (3H, t, J]=7. 3Hz), 2. 8
2 (3H, s), 4. 06 (2H, s), 4. 28 (2H, q, J=7. 8Hz), 7. 1—
7. 4 (83H, m), 12. 82 (1H, br s)

[0411] MS (m/z): 364 (M%)

[0412]  A|Z<] 54
[0413] 5-ME-4-24-2-(2-EgZF 2| EAMIZ)-3 4-T]3| =2 E]o=[2,3-d] T & Hd-6-F= B2 Al €]

TH—NMR (DMSO—dg) 6§:1. 29 (3H, t, J=7. 3Hz), 2. 8
2 (3H, s), 4. 10 (2H, s), 4. 28 (2H, q, J=7. 3Hz), 7. 3—
7. 5 (4H, m), 12. 89 (1H, br s)

[0414] MS (m/z):412 (M%)

[0415] Az 55

[0416]  5-w|E-4-54-0-(¥] Q2 9-3-90)-3 4-t] | == E] o] 1=[2,3-d | ¥ | M| D -6-F} = F A Ao &

'H—NMR (DMSO—dg) 6§:1. 32 (83H, t, J=7. 3Hz), 2. 8
6 (3H, s), 4. 31 (2H, q, J=7. 3Hz), 7. 72 (1H, dd, J=3.
1, 5. OHz), 7. 8—7. 9 (1H, m), 8. 6—8. 7 (1H, m), 12. 71
(1H, s)

[0417] MS (m/2z): 320 (M%)

[0418] Az 56

[0419]  2-(4-3l=FZA|WIA)-5-mEl-4-§ 4~-3 4-U]s| E 2o =[2,3-d]| I ] P H-6-7} 2 A lol|

TH—NMR (DMSO—d,) 8§ :1. 30 (3H, t, J=7. 1Hz), 2. 8
0 (3H, s), 3. 82 (2H, s), 4. 29 (2H, q, J]=7. 1Hz), 6. 71
(2H, d, J=8. 5Hz), 7. 14 (él—l, d, J=8. 5Hz), 9. 32 (1H,
s), 12. 70 (1I—I,. s)

[0420] MS (m/z):344 (M%)

[0421] Az 57
[0422] 2-(5-HER-2-w|EXHA)-5-WE-4-& -3 4-T]S| =2 E| o =[2 3-d]d & r]d-6-Ft 2 E A Alo] E]

IH~NMR (DMSO—dg) 86 :1. 29 (3H, t, J=7. 3Hz), 2. 8
2 (3H, s), 3. 72 (3H, s), 4. 00 (2H, s), 4. 29 (2H, q, J=
7. 83Hz), 6. 97 (1H, d, J=8. 5Hz), 7. 4—7. 5 (2H, m), 12.
68 (1H, br s)

[0423] MS (m/z):488 (M*+2), 436 (M™")

[0424] A=< 58
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[0425] 2-(3-ZF 0 2-5-EZZZ 2 2uguld)-5-wE-4-24-3 4-T3| =2 E| o x=[2,3-d]H | H-6-7} 2 E 2] Al &l

IH—NMR (DMSO—4dg) 6 :1. 29 (3H, t, J=7. 3Hz), 2. 8
1 (3H, s), 4. 12 (2H, s), 4. 29 (2H, q, J=7. 3Hz), 7. 0—
7. 7 (83H, m), 12. 79 (1H, br s)

[0426] MS (m/z):414 (M)

[0427] A% 59
[0428]  2-(2-9EAMNA)-5-WEl4-L2 A3 4-T]F| =2 E|ol| =[2,3-d]F] | n]Hd-6-F} 2 E A xLo E]

'H—-NMR (DMSO—dg) 6§:1. 18 (3H, t, J=6. 9Hz), 1. 2
9 (83H, t, J=7. 3Hz), 2. 82 (8H, s), 3. 94 (2H, s), 3. 95
(2H, q, J=6. 9Hz), 4. 28 (2H, q, J=7. 3Hz), 6. 8—6. 9
(2H, m), 7. 1—7. 3 (2H, m), 12. 74 (1H, br s).

[0429] MS (m/2z):372 (M+) .

[0430] A% 60
[0431]  5-WE¥-4-2-2-9U-3 4-1] 3] =2 E] o] :=[2,3-d]| 9] 2] 1] ¥l -6-F} = E- 2 Alof &)

1H—NMR (DMSO—dg) 6 :1. 32 (3H, t, J]=7. OHz), 2. 8
7 (3H, s), 4. 32 (2H, q, J=7. OH=z), 7. 5—7. 7 (3H, m), 8.
~1—8. 2 (2H, m), 12. 80 (1H, s)

. +
[0432] MS (m/2z):314 (M%)

[0433] Az 61

[0434]  5-wl|R-4-5A-0-9 = A]-3 4-v] S| = El o) 1=[2,3-d ]| | M| D -6-F}= A Ao &

*H~NMR (DMSO-—dg) 8:1. 27 (3H, t, J=7. 3Hz), 2. 8
0 (3H, s), 4. 26 (2H, q, J=7. 3Hz), 7. 2—7. 6 (5H, m), 1
3. 03 (1H, s)

[0435] MS (m/z):330 (M")

[0436] Az 62

[0437)  2-(4-FZAIMZ)-5-0D-4-% 43 4-T] 3| =R Elo]1e[2,3-d] 5] ] v] €1 -6-7h = 2 A Aol

'H—NMR (DMSO-—dg4) 8§ :0. 92 (3H, t, J=6. 9Hz), 1. 3
0 (3H, t, J=7. OHz), 1. 41 (2H, sex, J=6. 9Hz), 1. 67
(2H, quin, J=6. 9Hz), 2. 80 (3H, s), 3. 87 (2H, s), 3.
93 (2H, t, J=6. 9Hz), 4. 29 (2H, q, J=7. 0Hz), 6. 87 (2
H, d, =8. 4Hz), 7. 25 (2H, d, ]=8. 4Hz), 12. 73 (1H,
s) ‘

[0438] MS (m/2z): 400 (M%)

[0439] Az 63
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[0440]

[0441]
[0442]

[0443]

[0444]
[0445]

[0446]

[0447]
[0448]

[0449]

[0450]
[0451]

[0452]

[0453]
[0454]

SS=50] 10-1288144

2-(4-tert--EwlA)-5-mel-4-& -3 4-t]3| =2 E[ =[2,3-d]F v H-6-Ft2 H 2 ol &

'H~NMR (DMSO—ds) 8:1. 25 (9H, s), 1. 30 (3H, t, J
=7. 1Hz), 2. 80 (3H, s), 3. 91 (2H, s), 4. 29 (2H, q, J=
7. 1Hz), 7. 28 (2H, d, J=8. 1Hz), 7. 35 (2H, d, J=8. 1
Hz), 12. 76 (1H, br s) '

MS (m/z): 384 (M")

Az 64

2-(4-ZF2 2-3-EgZZ o 2 ugul d)-5-v8-4-% -3 ,4-T] 3| =2 E 9| = [2,3-d] F & 1] P-6-7} 2 B2 Ako) €]

IH—NMR (DMSO—dg) 6:2. 81 (3H, s), 4. 07 (2H, s), 4.
28 (2H, q, J=7. 83Hz), 7. 1—7. 2 (2H, m), 7. 76 (1H, s),
12. 77 (1H, br s)

MS (m/z):414 (M%)

Az 65

2-(2.4-t]ZZ 2 2l A)-5-t 8 4-2 1-3 4-U3 =2 E o x=[2,.3-d] ¥ ] H-6-F 2 E A Al €]

IH-NMR (DMSO—d¢) 6:1. 28 (3H, t, J=7. 3Hz), 2. 8
2 (3H, s), 4. 09 (2H, s), 4. 28 (2H, q, J=7. 3Hz), 7. 1—
7.2 (2H, m), 7. 4—7. 5 (1H, m), 12. 87 (1H, br s)

MS (m/z): 364 (M%)

Az 66

2-(2-FRE-6-ZF 2l )-5-1E-4-24-3 4-T3| == E]o| =[2,3-d]F 2 v]H-6-F} 2 F A Ao E]

IH—NMR (DMSO—dg) §:1. 28 (3H, t, J=7. 3Hz), 2. 8
2 (3H, s), 4. 19 (2H, s), 4. 28 (2H, q, J=7. 3Hz), 7. 2—
7. 4 (3H, m), 12. 89 (1H, br s)

MS (m/z):380 (M%)

Az 67

2-(2.6-U]ZFQ 2wl d)-5-v 8l -4-2 -3 4-U]3| =2 E|o =[2,3-d] T & 1| H-6-F} =2 Al o] E]

IH—NMR (DMSO—dg) &:1. 29 (3H, t, J=6. 9Hz), 2. 8
1 (3H, s), 4. 03 (2H, s), 4. 29 (2H, ¢, J=6. 9Hz), 7. 0—
7.1 (1H, m), 7. 2—7. 3 (1H, m), 7. 4—7. 5 (1H, m), 12. 7

7 (1H, br s)

MS (m/z):364 (M%)

Az 68
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£5=0l 10-1288144

[0455]  5-w|E-4-SA-2-Hdo}H] -3 4-T]3| =2 E| o =[2,3-d]|F 2| v H-6-F} = H A Al &

1II—-NMR (DMSO—dg) 86 :1. 29 (3H, t, J=7. 3Hz), 2. 7
1 (3H, s), 4. 25 (2H, q, J=7. 3Hz), 7. 3—7. 4 (2H, m), 7.
5—7. 6 (3H, m)

[0456] MS (m/z):329 (M%)

[0457]  Alxd] 69

[0458] 5-HEl-4-24-2--EgZFo 2 EE owld)-3 4-t]s| =2 E]=[2,3-d]|F g H-6-Ft2 H 2 ko &

'H-—NMR (DMSO—dg) 6:1. 30 (3H, t, J=7. OHz), 2. 8
3 (3H, s), 4. 29 (2H, q, J=7. OHz), 4. 33 (2H, s), 7. 4—
7. 6 (4H, m), 12. 82 (1H, s)

. +
[0459] MS (m/2z):428 (M)

[0460] Az 70

[0461] 5-HEl-4-4-2-(2,3,5-Eg|ZFQ @l)-3 4-t]3|=2E|=[2,3-d]|I & H-6-F}2 5

it
W
2,
)

TH—NMR (DMSO~d,) 6:1. 30 (3H, t, J=7. 3Hz), 2. 8
2 (83H, s), 4. 12 (2H, s), 4. 29 (2H, q, J=7. 3Hz), 7. 1—
7. 3 (1H, m), 7. 4—7. 6 (1H, m), 12. 82 (1H, s)

[0462] MS (m/z): 382 (M%)

[0463] Az 71

[0464] 5-HE-4-%-2-(4-EZF2HEAMIA)-3 4-T]3| =2 E| =2, 3-d] I & H|H-6-F} = H A Al €l

'H—NMR (DMSO—d,) 6:1. 30 (3H, t, J=7. 3Hz), 2. 8
1 (3H, s), 4. 01 (2H, s), 4. 29 (2H, g, J=7. 3Hz), 7. 33
(2H, d, J=8. 9Hz), 7. 49 (2H, d, J=8. 9Hz), 12. 79 (1
H, br s)

. +
[0465] MS (m/z):412 (M%)

[0466] Az 72

[0467] 5-HEl-4-%A-2-(3-EHZF2HEAMH)-3 4-T]3| =2 E|=[2,3-d] I & H|H-6-F = H A Al €l

IH—NMR (DMSO—dg) 6 :1. 30 (3H, t, J=7. 3Hz), 2. 8
1 (3H, s), 4. 04 (2H, s), 4. 29 (2H, q, J=7. 3Hz), 7. 2—
7. 5 (4H, m)

[0468] MS (m/z):412 (M%)

[0469] A Zxd 73
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[0470]

[0471]
[0472]

[0473]

[0474]
[0475]

[0476]

[0477]
[0478]

[0479]

[0480]
[0481]

[0482]

[0483]
[0484]

1H—NMR (DMSO—dg) 8§ :1. 30 (3H, t, J=7. 3Hz), 2. 8
6 (3H, s), 4. 00 (2H, s), 4. 29 (2H, q, J=7. 3Hz), 5. 06
(24, s), 7. 2—7. 3 (9H, m), 12. 62 (1H, br s)

MS (m/z):434 (M%)

A x4 74
5-E-2-(4-WHE] o Wil A )—4-2 %3 4-t]5| = ZE] o] = [2.3-d] T g vl -6-F} 2 B2 Alo &

"H—NMR (DMSO—dg) 6:1. 30 (3H, t, J=7. 3Hz), 2. 4
5 (3H, s), 2. 81 (3H, s), 3. 92 (2H, s), 4. 29 (2H, q, J=
7. 3Hz), 7. 2—7. 4 (4H, m)

MS (m/z):374 (M™)

| Y

2-(5-ZF Q0 2-2-Eg|ZFQ 2 &l d)-5-HEl-4-24-3 4-T] 3| =2 E|of| =[2,.3-d] T #] 7]

10-1288144

T-6-7he 5 Ao o]

'H—NMR (DMSO—d,) 8:1. 29 (3H, t, J=7. 3Hz), 2. 8
3 (3H, s), 4. 26 (2H, s), 4. 29 (2H, q, J=7, 3Hz), 7. 3—
7.5 (2H, m), 7. 8—7. 9-(1H, m), 12. 83 (1H, s)

MS (m/z): 414 (M%)

Az 76

2-(3-F =M A)-4-24-3 4-T3| =2 ] =[2,3-d] I | -6-F= =2 Al €]

?H—NMR(DMso—dﬁ)6:1.31(3H,t,J=7.1HzL 4. 0
1 (2H, s), 4. 32 (2H, g, J=7. 1Hz), 7. 2—7. 4 (4H, m), 7.
92 (1H, s), 12. 91 (1H, br s)

" MS (m/z):348 (M%)

Az 77
4-22-2-(E] 2 #-3-d W e)-3,4-U 3| =2 E o x=[2,3-d] T &P P -6-F} 2 E 2 Alo] &)

IH—NMR (DMSO—dg) 6:1. 31 (3H, t, J=7. 1Hz), 4. 0
1 (2H, s), 4. 32 (2H, q, J=7. 1Hz), 7. 2—7. 4 (3H, m), 7.
92 (1H, s), 12. 91 (1H, br s)

MS (m/z):320 (M%)

Az 78
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[0485] 2-(AZEAE-1-ddrE)-4-2 -3 4-t] s = 2 E| o =[2,3-d] 3] g n] Hl-6-F} 2 B2 Alo] €]

IH—NMR (DMSO—dg) 8:1. 31 (3H, t, J=7. 1Hz), 1. 8
3 (2H, quin, J]=7. 5Hz), 2. 2—2. 3 (4H, m), 3. 44 (2H,
s), 4. 33 (2H, q, J=7. 1Hz), 5. 4—5. 5 (1H, m), 7. 92 (1
H, s), 12. 70 (1H, br s) ‘

[0486] MS (m/z):304 (M%)

[0487] Az 79
[0488]  4-=4-2-(3-EgZF2u e )-3,4-t3| =2 E| o [2,3-d] I g HH-6-F} 2 E sl g

'H—NMR (DMSO—dg) 6 :1. 31 (3H, 't, J=7. 1Hz), 4. 1
2 (2H, s), 4. 32 (2H, q, J=7. 1Hz), 7. 5—7. 6 (4H, m), 7.
92 (1H, s), 12. 91 (1H, br s)

MS (m/z): 382 (M%)

[0489]

[0490] Az 80

[0491] 4-F22-2-(3.4-tF 22w d)-5-v el ol =[2,3-d] 9] e v Tl-6-7p= 5 2 Ao &

[0492)  2-(3 4-F1 G225 L4-§ 3, 4-E| S SR E (2, 301 A 6= R AT 5008 3 S8
9l 37w & &3, NN-tddoeldd 1.4ml & H7}ske] 90T oAl 4 A7+ wwkslgiTh. HES NS A&
Fol 3 AIzF gtk sk, AEH A4S o leoM B2 MAssl. % AxAA, A g5E 3.05g
< A}

TH—NMR (DMSO—dg) 6:1. 41 (3H, t, J=7. 1Hz), 3. 0
o (3H, s), 4. 26 (2H, s), 4. 41 (2H, q, J=7. 1Hz), 7. 23
(1H, dd, J=1. 9, 8. 1Hz), 7. 837 (1H, d, J=8. 1Hz), 7.
48 (1H, d, J=1. 9Hz)

[0493] MS (m/z):416 (M*+2), 414 (M), 159 (base)

[0494] A=< 81

[0495] 2-(3.4-U)ZZ2WA)-5-HE-4-E|&4-3 . 4-T3| =2 E| o =[2,3-d] ¥ g H-6-F} 2 A Alo &l

[0496]  4-FE22-2-(3, 4—143&& 1) -5-r el o == [ 2, 3~ dME]ﬂ]H—ES—?}E%N*}oﬂE] 1.23g, E]Q9-#lo} 594ng 2 o
e 50ml o EFES A2elA 35 A wikskgit = 50me & F7kske] 30 fﬂ wHkE 3 AR S o
& AFHste], == *ﬂ@o}‘zit}. TF AxAA, EA e L 15g S A
IH—NMR (DMSO—dg) 6:1. 30 (3H, t, J=7. 1Hz), 3. 0
6 (3H, s), 4. 13 (2H, s), 4. 31 (2H, q, J=7. 1Hz), 7. 35
(1H, dd, J=2. 1, 8. 3Hz), 7. 60 (1H, d, J=8. 3Hz), 7.
67 (1H, d, J=2. 1Hz), 14. 00 (1H, br s)

[0497] MS (m/z):414 (M*+2), 412 (M%), 383 (base)

[0498] Az 82
[0499]  2-(3-BERWA)-4-F22-5-w|HE=[2,3-d]|H ] H-6-Ft2E L E
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SS=50] 10-1288144

[0500]  A|Zxd] 80 I} FASA dto], FA FFES AJUTL.

IH—NMR (DMSO—dg) 6 :1. 41 (3H, t, J=7. 1tHz), 3. 0
2 (3H, s), 4. 28 (2H, s), 4. 31 (2H, q, =7. 1Hz),v7. 17 (1
H, t, J=7. 7Hz), 7. 2—7. 4 (2H, m), 7. 5—7. 6 (1H, m)

. + +
[0501] MS (m/z):426 (M*+2), 424 (M%), 169 (base)

[0502] A=z 83
[0503] 2-(3-BE2rwlA)-5-WEl-4-E] & 4-3 4-T] 5| =2 E] o =[2,3-d] F g P H-6-Ft 2 E 2 Alo] E]

[0504]  Alzel] 81 ¥} FASHA dtef, FA =S Ayt

IH-NMR (DMSO—dg) 6:1. 30 (83H, t, J=7. 1Hz), 3. 0
7 (3H, s), 4. 12 (2H, s), 4. 31 (2H, q, J=7. 1Hz), 7. 2—
7. 4 (2H, m), 7. 4—7. 5 (1H, m), 7. 5—7. 7 (1H, m), 14. 0
2 (1H, br s)

[0505] MS (m/z):424 (M*+2), 422 (M%), 395 (base)

[0506]  A|Zof 84
[0507] 4-F=22-5-vE-2-(E]Qd-2-Uwe)E]o|=[2,3-d]F] & ] H-6-F 22 Alof &l

[0508]  A|z=e] 80 3 FUsHA stol, FA| FHFES AU

IH—NMR (DMSO-—dg) §:1. 41 (3H, t, J=7. 1Hz), 3. 0
2 (34, s), 4. 41 (2H, q, J=7. 1Hz), 4. 52 (2H, s), 6. 94
(14, dd, J=8. 5, 5. 0OHz), 7. 0—7. 1 (1H, m), 7. 19 (1H,
dd, J=1. 8, 5. OHz)

[0509] MS (m/z):352 (M*), 97 (base)

[0510] Az 85
[0511] 5-mWE-2-(E] ¢ d-2-A W E)-4-E] & -3 4-U 3 =2 g [2,3-d] ¥ g 51-6-F} 2 E 2 Alo €]

[0512] Az 81 I} T3 st, ¥A FFES IAUTL.
TH—NMR (DMSO—dg) 6§:1. 31 (3H, t, J=7. 1Hz), 3. 0
7 (3H, s), 4. 32 (2H, s), 4. 32 (2H, ¢, J=7. 1Hz), 6. 99
(1H, dd, J=8. 5, 5. OHz), 7. 05 (1H, dd, J=1. 2, 3. 5H
z), 7. 43 (1H, dd, J=1. 2, 5. OHz), 14. 05 (1H, br s)

[0513] MS (m/z):350 (M*), 97 (base)

[0514] Az 86
[0515] 4-F22-5-ve-2-(E]Qd-3-Uve)Elo|=[2,3-d]F] & v H-6-F2F 2 Alof &l
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[0516]

[0517]
[0518]
[0519]

[0520]

[0521]
[0522]
[0523]

[0524]

[0525]
[0526]
[0527]

[0528]

[0529]
[0530]

[0531]

[0532]

[0533]

Aze] 80 I FLstA ko], FA sFES LA

IH-NMR (DMSO-—dg) 6:1. 41 (3H, t, J=7. 1Hz), 3. 0
2 (3H, s), 4. 34 (2H, s), 4. 41 (2H, q, =7. 1Hz), 7. 13
(14, dd, J=1. 2, 5. OHz), 7. 1—7. 3 (2H, m)

MS (m/z):354 (M*+2), 352 (M*), 97 (base)
Az 87
5-HE-2-(E] 2 #-3-A v el )4-E] & 43 4-US| =2 E] o % [2,3-d] J] 2] 7]
Azl 81 I FLsHAl 3te], EA FFES AT

rXL
Ch
_\}i
[l
3
[
>
-2,
T,

IH—NMR (DMSO-—dg) 6:1. 31 (3H, t, J=6. 9Hz), 3. 0
7 (3H, s), 4. 11 (2H, s), 4. 31 (2H, q, J=6. 9Hz), 7. 10
(14, dd, J=1. 2, 5. OHz), 7. 3~7. 4 (1H, m), 7. 4—7. 6
(1H, m), 13. 99 (1H, br s) |

MS (m/z):350 (M*), 97 (base)

Az 88
4-F22-2-(NF2AA-1-odue)-5-HEEld =[2,.3-d] T g "] T -6-F} 2 E 2 Ao €]
Azd 80 I LA slo], FA 3FES Y.

1H—-NMR (DMSO—dg) 6§ :1. 41 (3H, t, J=7. 1Hz), 1. 5
—1. 7 (4H, m), 1. 9—2. 1 (4H, m), 3. 03 (3H, s), 3. 64 (2
H, s), 4. 41 (2H, a, J=7. 1Hz), 5. 4—5. 5 (1H, m)

MS (m/z):352 (M*+2), 350 (M*), 308 (base)
Az 89
2-(AEF2 A -1-o e )-5-H & -4-E] £ 4-3 4-T]3| =2 E|of| = [2,3-d| I 2] 1]
Azd 81 ¥ FU3M 3tol, BA FFES AU

rXL
Cﬁ
_\}i
[l
3l
>,
>
-2,
i

IH—-~NMR (DMSO—dg) 6 :1. 31 (3H, t, J=6. 9Hz), 1. 4
- 1. 7 (4H, m), 1. 8—2. 1 (4H, m), 3. 07 (3H, s), 3. 39 (2
H, s), 4. 32 (2H, q, J=7. 1Hz), 5. 4—5. 6 (1H, m), 13. 7
7 (1H, br s)

MS (m/z):348 (M*, base)

Az 90

2= -4-F 2 2 -5 = el o) 2= [2,3-d | ¥ || P -6-Tt =5 A Ato

Azel 80 I FLstA sto], FA sFES LA

IH—-NMR (DMSO—dg) 6§:1. 41 (8H, t, J=7. 1Hz), 3. 0
1 (3H, s), 4. 32 (2H, s), 4. 40 (2H, q, J=7. 1Hz), 7. 1—
7. 5 (6H, m)

MS (m/z):345 (M%), 91 (base)
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[0534] Az 91

[0535] 2-WA-5-WEl-4-E]| 2 4-3 4-U3 =2 Ex[2,3-d]F | -6-F2 E A Al €l

[0536]  A|Zxd] 81 3} FASA dto], FA FFES AJUT.

1H—NMR (DMSO—dg) §:1. 30 (38H, t, J=6. 9Hz), 3. 0
6 (3H, s), 4. 11 (2H, s), 4. 31 (2H, g, J=6. 9Hz), 7. 2—
7. 4 (5H, m), 14. 03 (1H, br s)

[0537] MS (m/z):344 (M¥), 315 (base)

[0538] Az 92

[0539] 4-F22-2-(3-Fz=2wz)-5-vEEd=[2 3-d]F e d-6-Ft2 82 2o g

[0540]  A|z=e] 80 3} FUsHA stol, FA| oGS AU

IH~NMR (DMSO—~dg) 6:1. 41 (3H, t, J=7. 1Hz), 3. 0
2 (3H, s), 4. 29 (2H, s), 4. 31 (2H, a, J=7. 1Hz), 7. 1-—
7. 3 (3H, m), 7. 3—7. 4 (1H, m)

[0541] MS (m,/z):380 (M*), 125 (base)

[0542] Az 93

[0543] 2-(3-Z=2=2wA)-5-1E-4-E24-3 4-U3| =2 x=[2,3-d]F P d-6-F} = E 2 Ao E]

[0544]  Alze] 81 %} FLsHA stol, FA Fes AU

ITH—NMR (DMSO—dg) 6:1. 30 (3H, t, J=7. 1Hz), 3. 0
6 (3H, s), 4. 13 (2H, s), 4. 31 (2H, q, J]=7. 1Hz), 7. 2—
7. 5 (4H, m), 14. 02 (1H, br s)

[0545] MS (m,/z): 380 (M*+2), 378 (M%), 349 (base)

[0546] A ZFd 94

[0547] 4-F22-2-(3-F22-4-ZF 0 2Wl2)-5-vEE|)=[2, 3-d]F v 1-6-FL2E 2 Ao &

[0548]  A|z=e] 80 3 FUsHA stol, FA| HFES AU

IH—NMR (DMSO—dg) 6:1. 41 (3H, t, J=7. 1Hz), 3. 0
2 (3H, s), 4. 26 (2H, s), 4. 41 (2H, q, J=7. 1Hz), 7. 0
6 (1H, t, J=8. 7Hz), 7. 2—7. 3 (1H, m), 7. 43 (1H, dd,
J=2. 3, 6. 9Hz) ’

[0549] MS (m/z):400 (M*+2), 398 (M*), 143 (base)

[0550] A Z4 95

[0551] 2-(3-FERE-4-ZF 2 fWA)-5-Hg-4-E]24-3 4-t]F =& =[2,3-d]H | H-6-7t 2L 2 2o &l
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[0552]  A|Zxd] 81 I} FASA dto], FA FFES AJUT.

IH—-NMR (DMSO—dg) 6:1. 30 (8H, t, J=7. 1Hz), 3. 0
6 (34, s), 4. 12 (2H, s), 4. 31 (2H, q, J=7. 1Hz), 7. 3
—7. 5 (2H, m), 7. 5—7. 7 (1H, m), 14. 00 (1H, br s)

[0553] MS (m,/2z):398 (M*+2), 396 (M*), 367 (base)

[0554] Az 96

[0555] 4-S2=2-5-vE€-2-(3-EEF 2 elwlZ)E o) =[2,3-d]F 2 uHd-6-Ft2 H A Ao El

[0556]  AZd] 80 I} TS st, ¥A FFES IUTL.
1H—NMR (DMSO—dg) 6 :1. 41 (3H, t, J=7. 3Hz), 3. O
2 (3H, s), 4. 37 (2H, s), 4. 40 (2H, q, ]=7. 3Hz), 7. 3—

7. 6 (3H, m), 7. 67 (1H, s)

: +), b
[0557] MS (m/z): 414 (M*), 159 (base)

[0558] Az 97
[0559] 5-MEl-4-E]&A-2-(3-EgZ 2 2ueulz)-3 4-t]3| =2 | =[2,3-d] T | Hd-6-F= B2 Al &l

[0560] AlZd 81 ¥} TAA 3dtol, Al FFES AUt

!H—NMR (DMSO—dg) 6§:1. 30 (3H, t, J=7. 1Hz), 3. 0
6 (3H, s), 4. 23 (2H, s), 4. 31 (2H, q, J]=7. 1Hz), 7. 5—
7. 7 (34, m), 7. 78 (1H, s), 14. 05 (1H, br s)

- +
[0561] MS (m/z):412 (M*), 383 (base)

[0562] Az 98

[0563] 4-ER=-2-(3.4-t]EZZWA)E ) [2,3-d]F =P Hd-6-7t 2 E A4t gl
3]
A .

[0564]  A|z=e] 80 3} FUsHA stod, EA| FHFEs AU

IH—NMR (CDC1ly,) 6:1. 42 (3H, t, J=7. 3Hz), 4. 29 (2
H, s), 4. 44 (2H, q, J=7. 3Hz), 7. 2—7. 3 (1H, m), 7. 37
(1H, d, J=8. 5Hz), 7. 50 (1H, d, J=1. 9Hz), 8. 05 (1H,

[0565] s)

[0566] Az 99
[0567]  2-(3.4-tS =2 WlH)-4-F]54-3 4-t]s| =R E| | =[2,3-d] I 2P| -6-F} = Al Ato] &l

[0568] Azl 81 ¥} FLSHA dlod, wAl SFES AU

IH—NMR (DMSO—dg) 6 :1. 82 (3H, t, J=7. 1Hz), 4. 1
6 (2H, s), 4. 33 (2H, q, J=7. 1Hz), 7. 37 (1H, dd, J=1.
9. 8. 3Hz), 7. 61 (1H, d, J=8. 3Hz), 7. 68 (1H, d, J=1.
9Hz), 8. 06 (1H, s), 14. 27 (1H, br s)

. + R 8 +,
[0569] MS (m/z):400 (M*+2), 398 (M base)
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[0570]
[0571]

[0572]

[0573]
[0574]

[0575]

[0576]

[0577]
[0578]
[0579]

[0580]

[0581]

[0582]

[0583]
[0584]

[0585]
[0586]

[0587]

S=E56 10-1288144
Az 100
- A-4-F22E=[2,3-d]F & r]H-6-FL 2 E A Ao E]

Azel 80 I FLstA sto], FA sFES LA

IH—NMR (DMSO—dg) 6§ :1. 42 (3H, t, J=7. 1Hz), 4. 3
5 (2H, s), 4. 43 (2H, q, J=7. 1Hz), 7. 2—7. 5 (5H, m), 8.
04 (1H, s)

MS (m/2z):331 (M*—1), 91 (base)
Alzd 101
2- M -4-E] £ 4-3 4-T| 3| EZE| o =[2,3-d]F

Azel 81 3} QA stel, wA HEES et

A=)
)
A=)
ut}
o
N
it
L
>,
>
12,
ut

i

IH—NMR (DMSO—dg) 8 :1. 32 (3H, t, J=7. 1Hz), 4. 1
3 (2H, s), 4. 34 (2H, q, J=7. 1Hz), 7. 2—7. 4 (56H, m), 8.
06 (1H, s), 14. 30 (1H, br s)

MS (m./2z):330 (M*, base)

Alzd 102

2-(3-F=2 2 )-5-1El-4-E] £ 4-3 4-T3F] =2 E| ] =[2,3-d]| ¥ 2] v H-6-F} 2 EF 2 2o E]

Aze] 93 o BFFES, oldtet #o] gt thE WHoE Axqtt. =, 2-(3-ZEEZWA)-5-mE-4-% A
3, 4-ts| =2 1=[2,3-d] ¥ g rd-6-7F 255 eld 5.007g, 2 4—H1%(4—\:1]%4ml%)—1,3—ula0}—2,4—u1§¢

HEr-2, 4-t)%F = 4.913g 2 E]Sw 125m¢ o] EFES 4 A7 30 ¥ 7MY FFAIAG. HkS-de| F 5me
2N FASIEF $89 24.2m0 & HUbste] wwbelal, F7FE ES 100m HUbste] WEAA7|a, HAEd E
Ae 97 AF o 22 A }Oﬂt} TF AxAA, B4 FFE 5.416¢ & AU
AA 1
5-H 8l -4-2 4 -2-(E] . #-3-U W E])-3 4-t] 5| =2 E] o = [2,3-d]F g v D -6-Ft 2 B2 A

[o]
X Xy s oH
Azd 1 oA FAde 5-wE-4-524-2-(H 2 3-3-d [ €)-3 4-T3| =2 ¥ of| = [2,3-d] T ]| v| D -6-F} 2 52 4|
g 379mg, IN FAMSIUEF 8N 3.4ml 2 oEE 2.2m0 o ERES 2 A7 7ME SFAACH LSl Ry
WAl T dgo Bar skl o) e g & ME" AAHS oY AFH ). AARS FA%
5 7ok Jtd shdA] 7ARA A, 5-HE-4-L4-2-(E] £ 3-3-A W E)-3,4-T] | =2 E] o) ;= [2,3-d] F] | W] A -6-7}
=

IH—-NMR (DMSO—dg) 6§:2. 79 (3H, s), 3. 96 (2H, s), 7.
0—7. 6 (3H, m), 12. 69 (1H, br s), 13. 32 (1H, br s)

MS (m/ z):306 (M")

olat, AAlel 1 3 A3k shel, AAlel 2 ~ 68 o] 3B
/\1/\101 2

o

BT
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[0588]

[0589]
[0590]

[0591]
[0592]

[0593]

[0594]
[0595]

[0596]
[0597]

[0598]

[0599]
[0600]

[0601]
[0602]

[0603]

[0604]
[0605]

S=50] 10-1288144

5-mE-4-24-2-(E] 2 3-2-Uw&)-3 4-0]3| =2 H | =[2,3-d | F & 1| H-6-T} 2 5 A A1

Al 2 oA Y 5T (023 4TI = 2o (2,301 2 - A e
gene, AAd 13 BAeA sel, B4l HFES s

IH—NMR (DMSO—dg) 6 :2. 79 (3H, s), 4. 17 (2H, s), 6.
9—7. 5 (3H, m), 12. 75 (1H, br s), 13. 35 (1H, br s)

MS (m/2z):306 (M%)

AA4 3
2-(5-FEZ2E Qo -2-de)-5-HE-4-&4-3 4-T] 3| EE2 E 0| :=[2,3-d] T g 1] P-6-F} 2 L2 Al

Azel 3 oA PG 2-(5-FREEH L A-2-A M E)-5-mF-4-5 -3, 4-T] S| =2 H o 1= [ 2, 3-d] 9] 2] M| -6-7F =
Bl g2 e, AAld 1 3 FdaA ste], Al sES s
IH—NMR (DMSO—dg) 6:2. 79 (3H, s), 4. 13 (2H, s), 6.
91 (1H, d, =3. 9Hz), 6. 98 (1H, d, J=383. 9Hz), 12. 74
(1H, br s), 138. 37 (1H, br s)

MS (m/z5:342 (M*+2), 340 (M™)

Ao 4
5] El-2- (4~ BB o} -2 o &) -4~ -3 4-T] S| ZRE| ol e [2, 3-d] 7] 2] P ©-6-7} 2. 21 4]

Azd 4 A A3 5-HE-2-(4-vdE o} Z-2-A e )-4-L 4~-3 4-T] 5| = 2 E| o .= [ 2, 3-d] 7] g) H] D -6-F} &
A 2 RE, A 1 3} FdaA o], ®A 3FES A

e

IH—NMR (DMSO—dg) 6:2. 32 (3H, d, J=0. 8Hz), 2. 8
1 (3H, s), 4. 36 (2H, s), 7. 21 (1H, d, J=0. 8Hz), 12. 8
0 (1H, br s), 13. 37 (1H, br s) '

MS (m/z):321 (Mf‘)

Al A o 5
5-mg-4-2 A-2-(F] g d-3-d | &)-3 4-t]s| == H ol = [2.3-d]|F HH] P -6-Tt = H A A4

Azl 36 3 FAA so] FHT 5 P-4-S4-2-(3) 2 W3- ©)-3,4-1) 8] = 2] = [2,3-d] 31 2] v] ©1-6-
Aemagduzny, AAd 13 BAA sel, B4l HFES A
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257 (base)

060s) MS (m/z): 301 (M%),
[0607] A A4 6
[0608] 2-(2-ZF ¢ 2wMA)-5-WE-4-2 -3 4-T]F| =2 ¥ =[2,3-d]F ] H-6-Ft2 E 2 2]

[0609] F
[0610]  A|lZd 5 oM A 2-(2-Z2F 2 )-5-vE-4-2 -3, 4-T] 3| =2 E] 0| =[2,3-d] 9] & v] T -6-
2HE, AAd 1 3 FdA sk, %A 3EHES Hdskit.
IH—NMR (DMSO—dg) 6§:2. 80 (3H, s), 4. 04 (2H, s), 7.
1—7. 5 (44, m), 12. 74 (1H, br s), 13. 35 (1H, br s)
[0611] MS (m/z):318 M™)
[0612]  AA]d] 7
[0613] 2-(3-ZF¢=2wMA)-5-WE-4-2 -3 4-T]F| =2 ¥ o =[2,3-d]F | d-6-Ft2 =2 2]

r XL

o]
F Xy s OH
[2,3-d]¥ g d-6-7}2 52 Ao &

£ -3,4-T3 =2 E =

[0614]
[0615] AZd 6 ANA A 2-(3-SF 2wl A )-5-v el -4-5
ZRE, AAld 1 3 LAl 8o, 3A FFES TS
IH—NMR (DMSO—dg) §:2. 79 (3H, s), 3. 99 (2H, s), 7.
0—7. 5 (4H, m), 12. 74 (1H, br s), 13. 34 (1H, br s)
. +
[0616] MS (m,/z): 318 (M%)
[0617] FRERE
-3 4-t3| =2 E o =[2,3-d]F dnP-6-FtEE A A

[0618]  2-(4-FE o @M A)5-re-4-5

=N s oH
2-3,4-03 =2 E o x=[2,3-d] 3 Fmd-6-7}

[0619]
[0620] Azl 6 3} FAsA Fe] FYF 2-(4-FTL.
EREBERTEVIEERE SR ST

ITH—NMR (DMSO—dg) §

2 (2H, m), 7. 3—7.

1—7.
318 (M*, base)

[0621] MS (m./z):

[0622]  AAld] 9
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[0623] 2-(2-ZZ2ZwRA)-5-1E-4--2 -3 4-T]3| = ZE] = [2,3-d]F g P H-6-F 2 E 2 A}

[0624]
[0625] Axd 7 3} FTAaA st s 2-(2-F 22 A)-5-mE-4-& -3 4-T3| =2 E 0| =[2,3-d] T g 1| P-6-T}E
A EZEY, A 1 3 FU3A ste, ®A sES dAdsI .
1H—NMR (DMSO—dg) 6:2. 80 (3H, s), 4. 14 (2H, s), 7.
3—7. 5 (4H, m), 12. 76 (1H, br s), 13. 33 (1H, br s)

MS (m/z):336 (M*+2), 334 (M%)
[0626]

[0627]  AAl<] 10-a)
[0628] 2-(3-ZZ2ZwRA)-5-1E-4--2 -3 4-T]3| = ZE] = [2,3-d]F g v H-6-F 2 E 2 A}

[0629]
[0630] Az 7 X FAF 2-(3-FZ2WE)-5-ME-4-2 -3 4-1)F] =2 E| o) =[2,3-d] ¥ g d-6-7t2F Ao D 2
FE, AA 13 EAEA skel, wA SgES ddskalth
1H—NMR (DMSO—dg) 6:2. 79 (3H, s), 3. 98 (2H, s), 7.
29—7. 4 (3H, m), 7. 45 (1H, s), 12. 72 (1H, br s), 13. 3

3 (1H, br s)

. + +
[0631] MS (m/z):336 (Mt+2), 334 (M)

[0632] A A]<] 10-b)

[0633] 2-(3-F=22Wld)-5-E-4-&4-3 4-T]3| =2 E | =[2,3-d] I P H-6-FIEHHAMNUEFH

[0634]

[0635] 7] AAle] 10-a) o4 &dF stz HEFA

o

At

1H—NMR (DMSO~—dg) 6§:2. 73 (3H, s), 3. 92 (2H, s), 7.

[0636] 2-7. 4 (3H, m), 7. 44 (1H, s), 12. 34 (1H, br s)

[0637]  AAld] 10-¢)
[0638] 2-(3-ZZ2ZwA)-5-E-4-24-3 4-T]3| EZE| Y =[2,3-d]F M U-6-Ft2EANJEFS - 1/2 JEL3E2
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[0640]

[0641]
[0642]
[0643]

[0644]

[0645]
[0646]

[0647]
[0648]

[0649]

[0650]
[0651]

[0652]
[0653]

[0654]

[0655]
[0656]

[0657]

SS=50] 10-1288144

7] Al 10-a) oM FAT stgtEe] HEFYA - 1/2 degestes A

1TH—~-NMR (DMSO~—ds) 6:1. 06 (1. 5H, t, J=7. 0H=z), 2.

73 (3H, s), 3. 44 (1H, q, ]=6. 9Hz), 3. 92 (2H, s), 4. 3

4 (O. 5H, br s), 7. 2-7. 4 (3H, m), 7. 44 (1H, s), 12. 3

2 (1H, br s)

(ehd i oldE Fefe] ¥=)

2-(4-2 22 W )-5-v] &4~ % 4-3,4-T) 5| = 2 Elol e [2,3-d] 9] 2l w] ¥1-6-7h= B 4 20

Al 754 SN Sl GHB 2-(-FL2MD 54583 -3 R wl2,3-d AV 6
BN YR, DA 13} L ’SH w4 SgEe s

B:L

'H—NMR (DMSO—dg) 6§:2. 79 (3H, s), 3. 96 (2H, s), 7.
3—7. 5 (4H, m), 12. 71 (1H, br s), 13. 34 (1H, br s)

MS (m/z):336 (M*+2), 334 (M%)

AA A 12
2-(3-B 2T Wl A)-5-8-4-8 -3 4-U] 3| = ZE] o =[2,3-d]F] 2] 1]

r_Q
@
\L]
N
it
L
>,
N

Az 11 oA FAF 2-(-BRZEMA)-5-mE-4-2-3 4-T] 3| = ZE] ol = [2,3-d] 9] 2 W] H-6-7} 2 F 4 4tol €]
ZBE AXG 1 I 554 o], TA AES T

1H—NMR (DMSO—dg) 6:2. 79 (3H, s), 3. 97 (2H, s), 7.
2—7. 7 (4H, m), 12. 71 (1H, br s), 13. 34 (1H, br s)

MS (m/z): 380 (M*+2), 378 (M™)

Al 13
2-(4-B 2R WA )-5-HE-4-& 43 4-T] 3| = ZE| | = [2,3-d] I F| 7] H-6-F} = 54 A

B
X s OH

Az 12 oA AT 2-(4-B 2R A )-5-HE-4-%4-3 4-H 3| =2 E o =[2,3-d]F] 2] 7]
238, AAd 13 S5 o), BA BFES TR

rXL
Cﬁ
_\}i
it
i
i1
>
=2
)

ITH—NMR (DMSO—dg4) 6§:2. 78 (3H, s), 3. 94 (2H, s), 7.
2—7. 6 (4H, m), 12. 87 (1H, br s)

MS (m/z): 380 (M*+2), 378 (M%)
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[0658]  2AAlo 14
[0659] 5-mEl-2-(2-H el A)-4-& -3 4-T] 3| =2 E]| o =[2,3-d] T Z| 1] P-6-F} S H- A AL

[0660]
[0661]  A|zxd] 47 oA AT 5-wd-2-(2-W Dl d)-4-2 -3 4-T] 3| =2 E| o = [2,3-d] F 2] v P -6-F} = E- 2] Alof &) &
5, AAd 1 3 sdetA gto], 2A FFES TS
IH—NMR (DMSO—dg) 6:2. 29 (3H, s), 2. 80 (3H, s), 3.
98 (2H, s), 7. 1—7. 2 (4H, m), 12. 67 (1H, br s), 13. 3
1 (1H, br s)

[0662] MS (m/z):314 (M%)

[0663]  2Ad 15
[0664]  5-H|El-2-(3-m[Ell ) -4-§ -3 4-v]s| =2 E ol =[2,3-d] 7] 2] 1]

r_\1
Ch
_\|L1d
i
afu
it

W

[0665]
[0666] Aol 13 oA FAT 5-wgd-2-(3-W Dl 2 )-4-22-3 4-t) 3| =2 o = [2,3-d] 9] & 1|

3}
FE, A 13 gdsAl ste], #A4 Egt=s ST

rXL
Cﬁ
_\}i
it
i
i1
>
=2
i
il

IH-NMR (DMSO—dg) §:2. 28 (3H, s), 2. 79 (3H, s), 3.
91 (2H, s), 7. 0—7. 3 (4H, m), 12. 69 (1H, br s), 13. 3
2 (LH, br s)

. +
[0667] MS (m/z):314 (M%)

[0668] 2 X4 16
[0669]  5-mEl-2-(4-HE WA )-4-24-3 4-T|3| =2 E]o| =[2,3-d] T v H-6-F} =7 A A}

[0670]
[0671] Az 14 oA FA3 5-wd-2-(4-W DA )-4-24-3 4-T) 3| =2 E] 0| = [2,3-d]F g v d-6-Ft 25 A o e 2
e, A 13 FdeA ekl ®A SFES T
IH—NMR (DMSO—dg) 6:2. 26 (3H, s), 2. 78 (3H, s), 3.
90 (2H, s), 7. 0—7.‘ 3 (4H, m), 12. 68 (1H, br s), 13. 3
1 (1H, br s)

[0672] MS (m/z):314 (M%)

[0673] Al 17
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£5=0l 10-1288144

[0674]  2-(2,6-T)w &l d)-5-H|El-4-2 4-3 4-T] 3| =2 E| | =[2,3-d] H 21 H-6-F} 2 2 2] Al

[0675]
[0676] Az 14 ¢} FAA sto] AT 2-(2,6-UdEMA)-5-mE-4-24-3 4-TF =2 E 9 =[2,3-d] F 21| ]
6-7t2H AL E2RE, HAAlo 1 3 L3 s, A SEES FAsIA.
1TH—NMR (DMSO—dg) 6:2. 24 (6H, s), 2. 80 (3H, s), 4
40 (2H, s), 7. 0—7. 1 (3H, m), 12. 70 (1H, br s), 13. 2
5 (1H, br s)

[0677] MS (m/z):328 (M%)

[0678] Al 18
[0679]  2-(4-ol€&lwl&)-5-HEl-4-2 4-3 4-T] 3| =2 E| o = [2,3-d] F 2| 7| H-6-7} 2 E 2] A}

[0680]
[0681] Az 49 oA FAF 5-vE-2-(4-ol Dl 2 )-4-& -3, 4-T) | Z 2 E] ol = [2,3-d] ¥ 2| ] -6-7} 2 H A Abo D 2
FH, A 1o gdeA stel, ®Al sh3EE Skl
IH—NMR (DMSO—dg) 6:1. 15 (3H, t, J=7. 7THz), 2. 5
6 (2H, g, J=7. 7Hz), 2. 78 (3H, s), 3. 90 (2H, s), 7. 16
(2H, d, J=8. 1Hz), 7. 26 (2H, d, J=8. 1Hz), 12. 70 (1
H, br s), 13. 32 (1H, br s)

[0682] MS (m/z):328 (M")

[0683]  AAle 19
[0684]  2-(4-°]AZ2IMA)-5-HE-4-24-3 4-T]F| =R E| o =[2,.3-d]H 1 P-6-FtE L2 A

[0685]
[0686] Azl 50 oA FdF 5-wlE-2-(4-ol AT A )-4-54-3 4-T S| = E ol = [2,3-d] ] 2 W] H-6-7F = 5 4L
d=5y, AAd 1 3% FdatA ko], 3A FFES A48T
IH—NMR (DMSO—dg) 6 :1. 17 (6H, d, J=7. 0Hz), 2. 7
8 (3H, s), 2. 85 (1H, sep, J=7. OHz), 3. 90 (2H, s), 7.
19 (24, d, J=8. 1Hz), 7. 27 (2H, d, J=8. 1Hz), 12. 69
“(1H, br s), 13. 32 (1H, br s)

[0687] MS (m/ z): 342 (M%)

[0688] AAlof 20
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[0689]  2-(4-tert-{-Elwlz)-5-mEl-4-24-3 4-U]3| =2 E]d| =[2,3-d]H &1 H-6-F} 2 2] Al
0
NS OH
[0690]

[0691] A F<] 63 oA &

-3, 4-t 8| =2 E 9 = [2,3-d] ¥ 2 H-6-7F= 5 A4
da2ie, dAjd 1 3 LA

2ol

ob
£
=
2
[
b
i
ftlo
L
%
ob
32
o

TH—-—NMR (DMSO—dg) 6§ :1. 24 (9H, s), 2. 75 (3H, s), 3.

87 (2H, s), 7. 2—7. 4 (4H, m), 12. 45 (1H, br s)
MS (m/ z): 356 (M™)
[0692]

[0693] AAe] 21

[0694]  5-w|E-4-%A-2-(2-EgZF 0 2 el ¥)-3 4-t]3| =R E] | = [2,3-d]F] 2] V| -6-F} 2 15 A 4
o]
XN S OH
FIF
[0695] F

[0696]  Alz=e] 15 oA AT S-mME-4-F4-2-(2-EEF 2 dWld)-3,4-t 3| 2 E o =[2,3-d] ¥ g " D -6-7}=
S 2 5E, A 1 3 SdsH sto], 24 eS8l

gu
H [¢)

1H—~NMR (DMSO—dg) §:2. 80 (3H, s), 4

.23 (24, s), 7.
4—7. 8 (4H, m), 12. 77 (1H,

br s), 13. 32 (1H, br s)
. +
[0697] MS (m/ z): 368 (M%)

[0698] A Ao 22

[0699]  5-WE-4-24-2-(3-EZTF L2 H e d)-3.4-1 3 =2 E][2,3-d] 3] g n]|H-6-F} 2 H AL
[o}
F X 8 oH
[0700] "

$t 5-HE-4-5-2-(3-EZ EF 2 el d)-3,4-t 3| =2 H | [ 2,3-d] F & 1| Hd-6-7} 2
AL EZEE, Ao 1 3 LA s, %A sES 5.

[0701]  Axd 16 oA A3
J
=

TH—NMR (DMSO—dg) 6 :2. 79 (3H, s), 4. 08 (2H, s),

76 (1H, s), 12. 75 (1H, br s), 13. 3
4 (1H, br s)

7.
5—7. 7 (3H, m), 7.

[0702] MS (m/z): 368 (M")

[0703] A Ao 23
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[0704]  5-w]El-4-% 2-2-(4-Ee]

S e Z)-3 4-t]| = ZE|of =

= [2.3-d]¥]&]v]
0
[0705]

=S5 10-1288144

H-6-FL2 5 A4k
Xy s OH
[0706]  AZze] 17 oA A 5-HE-4-KA4h-2-(4-EZESF L2 el A )-3,4-t] 3 =2 E | =[2,3-d]F 27| d-6-7} 2
EAMNEREE, Al 1 7 FUsA s, ®A sRHES s
'H—NMR (DMSO—dg) 6:2. 79 (3H, s), 4. 08 (2H, s), 7.
5—7. 8 (4H, m), 12. 77 (1H, br s), 13. 34 (1H, br s)
MS (m/z):368 (M%)
[0707]
[0708]  AAlo 24
[0709] 2-(4-3|==A|HA)-5-HE-4-2 4-3 4-U 3| = Z2E o [2,3-d] ¥ &P H-6-F} 2 E 2 4]
X s OH
[0710] N
[0711]  AZxd 56 oA A 2-(4-3|=F A M )-5-w -4~ 4-3,4-T] S| =2 E] | =[ 2, 3-d ] F] & v D -6-F} 2 E -2 Alof]
Y2 5E, AAd 1 3 LA stol, 1A =S FY3AT.
ITH—NMR (DMSO—dg) & . 78 (8H, s), 3. 81 (2H, s), 6.
6—6. 7 (2H, m), 7. 1—7. 2 (2H, m), 9. 31 (1H, br s), 12.
63 (1H, br s), 13. 31 (1H, br s)
. +
[0712] MS (m/z):316 (M%)
[0713]  2AAlo 25
[0714]  2-(2-WEA M A)-5-HEl-4-2 -3 4-T] 3| = 2 E] o) = [2,3-d] I & 7] T -6-F} 2 =21 A}
0
X S OH
/O
[0715]
[0716]  AZ<] 59 ¢ FUSA o] TAE 2-(2-HIEZAAE)-5-HE-4-8 -3 4-T] S| =2 E] o) = [2,3-d] 9] F v H-6-7}
ZEANANEZRE, Ao 1 3 T s, EA FES AT
IH—-NMR (DMSO—dg) § .79 (3H, s), 3. 73 (3H, s), 3.
93 (2H, s), 6. 8—7. 0 (1H, m), 6. 98 (1H, d, J=7. 9Hz),
7. 16 (1H, dd, J=1. 5, 7. 5Hz), 7. 2~7. 3 (1H, m), 12.
58 (1H, s) '
- .
[0717] MS (m/z):330 (M%), 299 (base)
[0718] Ao 26
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[0719]

[0720]

[0721]

[0722]
[0723]

[0724]

[0725]
[0726]

[0727]
[0728]

[0729]

[0730]
[0731]

[0732]
[0733]

[0734]

on

£5=0l 10-1288144

2-(3-v| EA WA )-5-HE-4-% -3 4-t] S| =2 E] = [2,3-d]F 2] v T -6-FL 2 H 22}

Az 59 ¢ FYatA st FAAT 2-(3-mEANA)-5-mED-4-2-4-3 4-T] 3| =2 H ol ;= [ 2, 3-d] ] & W] I -6-7}
2EAI2RY, AAd 1 3 98 gto], 34 FFES A48T
IH—NMR (DMSO—dg) §:2. 78 (3H, s), 3. 73 (3H, s), 3.
90 (2H, s), 6. 82 (1H, dd, J=1. 9, 8. 1Hz), 6. 90 (1H,
d, J=7. 4Hz), 6. 94 (1H, s), 7. 23 (1H, t, J=7. THz), 1
2. 64 (1H, br s)

MS (m/2z):330 (M*, base)

2 A4 27
- E-4-24-2-(2-EYZFQ 2 W EA WA )-3 4-t]3| =R E]M =[2,3-d] ¥ ]| H-6-7} = E A A

HN%_(O‘
Sy S OH

N
F.

o

o]

Azze] 54 oA AT 5-HE-4-S4h-2-(2-ETEFL2WEAWMA)-3,4-t] 3| =2 E] o =[2,3-d] I 2] 7| H-6-7}
2RagdaR e, AAd 13 BAs shol, EA HTES TN,

TH—NMR (DMSO—dg) 6§ :2. 80 (3H, s), 4. 09 (2H, s), 7.
3—7. 5 (4H, m), 12. 78 (1H, br s), 13. 32 (1H, br s)

MS (m/z):384 (M%)

Al 28
5-ME-4-24-2-(3-EdZFQ 2u|EA M A)-3 4-1 s =ZE] o =[2.3-d] 3 &]v]

0
o]
F HN N
F m
F>ko S\ oH

Az 72 oA FAT 5-wE-4-LA-2-(3-EYZF O Z M EA WA )-3,4-t] 5| =2 H ol ;= [2,3-d] ] & W] I -6-7}
254 R 2 Y, dAjd 1 3 gt stof, ®Al eS8

r_Q
@
\L]
N
it
L
>,
N

TH—NMR (DMSO—dg) 6 :2. 79 (3H, s), 4. 03 (2H, s), 7.
2—~7. 3(1H, m), 7. 3—7. 4 (2H, m), 7. 4—7. 5 (1H, m), 12.
33 (1H, br s)

MS (m/z): 384 (M%)

Al 29
5-HEl-4-2 4-2-(4-EgZEQ 2 W EAMZ)-3 4-T] 3| E 2 E] o = [2,3-d] H B 7| H-6-7} 2 E- 2] A}
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0

F. Q. 0

O
F X8 oH

[0736] Az 71 oA AT 5-wE-4-8h-2-(4-E ST 2 EAMA)-3,4-T) 8] = 2 E] o [ 2, 3-d] 9] 2] 7] D -6-7}

23RN RY, Axd 13 FAs stel, BA HFRS FASHAT

[0735]

'H—NMR (DMSO—dg) §:2. 78 (3H, s), 4. 00 (2H, s), 7.
33 (2H, d, J=8. 1Hz), 7. 48 (2H, d, J=8. 1Hz), 12. 71
(1H, br s), 13. 32 (1H, br s)

[0737] MS (m/z): 384 (M+)

[0738]  AA]<] 30

[0739]  2-(2-WlA LA M A )-5-HE-4-&4-3 4-T] 3] E 2 E] o =[2,3-d] T 2| 1] P -6-F} S E- A AL

HN |\°
XS OH

o)

[0740]
[0741] Az 73 oA FAT 2-(2-HAZAWA)-5-mE-4-F -3 4-T | =2 H el [ 2,3-d] ¥ g v H-6-7} 252 4o
d25y, AAd 1 3 984 ko, 34 SFES A48
1H—-NMR (DMSO—dg) §:2. 81 (3H, s), 4. 00 (2H, s), 5.
12 (2H, s), 6. 9—7. 0 (1H, m), 7. 02 (1H, d, J=7. 7THz),
7.2—7. 3 (3H, m), 7. 3—7. 4 (2H, m), 7. 52 (2H, d, J=7.
3Hz), 12. 33 (1H, br s)

MS (m/z): 406 (M%)
[0742]

[0743]  AA]4] 31

[0744]  2-(3-WlA 2 AWM Z)-5-HE-4-L4-3 4-T]3| EE2 o = [2,3-d] T g v P-6-F} 2 L2 Al

[0745]
[0746]  A|Zo] 48 oA FAg 2-(3-wALAWA)-5-HH-4-F4-3, 4-T S| =2 E] o =2, 3-d] I | D -6-7} 252 4o
d25E, Al 1 3 ssA stel, A FES FAAsATT
'"H—NMR (DMSO—dg) 6:2. 79 (3H, s), 3. 91 (2H, s), 5.
08 (2H, s), 6. 8—7. 5 (9H, m), 12. 70 (1H, br s), 13. 3
2 (1H, br s)

[0748]  AA]<] 32
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[0749]  2-(2-o EA Wl 2A)-5-1E-4-2 -3 4-T] 3| E 2 E] o = [2,3-d] F g v H-6-F 2 E 214}

(o]
[0750]

[0751]  Alxel] 59 oA AT 2-(2- FZAMA)-5-vD-4-5 -3, 4-t] 3| =2 E]of| 2= [2,3-d ] ] 2] M| D-6-7} 2 52 4bel &
2HE, AAd 1 3 5 ste], A FES FAEAT
IH—NMR (DMSO—dg) 8 :1. 18 (3H, t, J=7. OHz), 2. 8
0 (3H, s), 3. 94 (2H, s), 8. 96 (2H, q, J=7. OHz), 6. 8—
6. 9 (2H, m), 7. 1—7. 2 (2H, m), 12. 58 (1H, br s), 13.
28 (1H, br s)

[0752] MS (m/z):344 (M%)

[0753] A< 33

[0754]  2-(4-H-F A A)-5-HF-4-54-3,4-T] 5| =2 E]ol| = [2,3-d | T 2] W] I -6-F} 2 521 4k

o}
ARt oS,
N
N S OH

[0756]  AlZd] 62 oA FAF 2-(4-F-EAMNA)-5-HP-4-8 -3 4-T] 3| =2 E] ol 1= [2,3-d] 9] v P -6-7} 252 o &)
2FE, AAd 1 % edsiAl sk, #2A4 Sghes dAdsk.

[0755]

IH-NMR (DMSO~—dg) 6 :0. 92 (3H, t, J=7. 3Hz), 1. 4
—1. 5 (2H, m), 1. 6—1. 7 (2H, m), 2. 78 (3H, s), 3. 86 (2
H, s), 3. 93 (2H, t, J=6. 6Hz), 6. 8—6. 9 (2H, m), 7. 2
—7. 3 (2H, m), 12. 67 (1H, br s), 13. 31 (1H, br s)

[0757] MS (m/ z):372 (M%)

[0758]  Ar]d 34

[0759] 2-(2.3-yF=2=2MA)-5-mE-4-5 -3 4-ts|=F o =[2 3-d]F g n]d-6-Ft= &2 Al

[0760]

N

[0761]  Alzxel 8 ol FET 2-(2,3-HEZ=N

2 ) -5-H Bl -4-2 -3 4-T] 3| = 2 E] 0| 1= [ 2, 3-d ] F] &) 1] T -6-T} 2 E-2 Al o)
d2 5y, AAd 1 3 sdsA o], &

A shees et

il

N

1 —NMR (DMSO—dg) 6:2. 80 (3H, s), 4. 21 (2H, s), 7.
3—7. 7 (3H, m), 12. 77 (1H, br s), 13. 33 (1H, br s)

: ++2), 368 (M*
(0762] MS (m/2z):370 (M ) (M™*)

[0763]  AA]<] 35
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[0764] 2-(2.4-UT)ZF22WA)-5-E-4- -3 4-1] 3| EZE| | =[2,3-d]F g nU-6-FF 2 E 2 A}

[0765]
[0766]  A|zxd] 9 oA A3 2-(2,4-HEF 22 )-5-wE-4-& -3, 4-T] | =2 E] | [ 2,3-d] F] F H] D -6-T} 2 E-2 4l
2R, AAd 1 3 5d&A sto], 34 3FES AT
ITH-NMR (DMSO—d6)6:2. 80 (3H, s), 4. 14 (2H, s), 7.
3—7. 7(3_H, m), 12. 77 (1H, br s), 13. 33 (1H, br s)

: + , M+
(0767) MS (m/ 2z):370 (M*¥+2), 368 (M™")

[0768] A A< 36-a)

[0769] 2-(3.4-UZFZEWA)-5-HE-4-24-3 4-T] 3| =2 E ) =[2,3-d]H 1 P-6-FtE L2 A
[o]
0770  © ST o
[0771]  A=xd 10 oA A3 2-(3,4-0F22HF)-5-wE-4-5 -3 4-T 3| =2 E o =[2,3-d] ¥ g n] D -6-7t 2 &2 Al
AERFE, AAld 1 3 FAA s, FA IFES AT

IH—NMR (DMSO—dg) 6:2. 79 (3H, s), 3. 99 (2H, s), 7.
3—7. 7 (34, m), 12. 71 (1H, br s), 13. 33 (1H, br s)

. + +
[0772] MS (m/z): 870 (M*+2), 368 (M*)

[0773] A Al 36-b)
[0774] 2-B.4-gF=22HA)-5-HE-4-84-3 4-t]F| =2 E ) =[2,3-d]F] v H-6-F2EEHMNIYEFA

X S ONa

Cl

[0775]
[0776] 771 AAlel 36-a) oM FET FFEe] HEFAS AU
TH—NMR (DMSO—de) §:2. 73 (3H, s), 3. 93 (2H, s), 7.

34 (1H, dd, J=1. 9, 8. BHz), 7. 59 (1H, d, J=8. 5Hz),

7. 64 (1H, d, J=1. 9Hz), 12. 31 (1H, br s)

[0777]
[0778]  AA]ef 36-¢)
[0779]  2-(3,4-"HEZ=2M)-5-HE-4-54-3 4-Us| =2 E|of| =[2,3-d]T] M| D-6-TtEBHMGEFEA - 1/2 A &-&3]

=

o]
Cl (o]
:@\/Hfjr\g—( + 1/2C,H,0H

ct \N S ONa

[0780]

_56_



[0781]

[0782]
[0783]
[0784]

[0785]

[0786]
[0787]

[0788]
[0789]

[0790]

[0791]
[0792]

[0793]
[0794]

[0795]

[0796]

[0797]

S=50] 10-1288144

~

}7] AAld 36-a) oA FAde sIEEe YEFEY - 1/2 daestES ).

O

IH—-NMR (DMSO=—dg) 6:1. 06 (1. 5H, t, J=7. 0Hz), 2.

73 (3H, s), 3. 4—3. 5 (1H, m), 3. 93 (2H, s), 4. 34 (0. 5
H, br t), 7. 34 (1H, dd, J=1. 9, 8. 5Hz), 7. 59 (1H, d,
J]=8. 5Hz), 7. 64 (1H, d, J=1. 9Hz), 12. 31 (1H, br s)

2-(3. 4-t | EA| I ) -5-mf| & -4- 43 4-t] S| =R E] ol %=[2,3-d | 2P| T -6-F} = A A4

Azl 59 ok FASA sho] T 2-(3, 4TI EAMH) 5 H 4= -3 4-T) 8] =R E] o e [2,3-d] T 2] W]
6-7hER A D2, AAle 1 3 At sto], A sFESs st
IH—NMR (DMSO—dg) 8:2. 77 (3H, s), 3. 70 (3H, s), 3.
73 (34, s), 3. 89 (2H, s), 6. 8-7. 0 (2H, m), 6. 99 (1H,
d, J=2. OHz), 12. 63 (1H, s)

MS (m/z): 360 (M™, base)

Al 38
5-Mg-2-(3. 4-H D A ] LA Wl 2 )-4-L 4-3 4-T] 3| = 2 Eof| = [2,3-d] ¥ g v H-6-F} 2 E- 2] Al

Aol 59 oF FdsHA sto] g 5w

-2-(3,4-vd @) A WA )-4-2 4-3 4-T] 3| =2 E] o = [2,3-d] ¥] 2] 7]
d-6-7t2 5245 E 2 8E, AAld 1 7 &2

IH—NMR (DMSO—dg) 6:2. 80 (3H, s), 3. 89 (2H, s), 6.
00 (2H, s), 6. 8—6. 9 (2H, m), 6. 98 (1H, s)

MS (m/z): 344 (M*Y, base)

A Ao 39
S-mE-2-(4-vH ] oWl & )-4-54-3 4-T3| =2 E of| =[2,3-d]| T | v H-6-F} = H A A}

Az 74 oA P 5-mE-2-(4-vHE Ll d)-4-54-3 4-H S| =2 o = [2,3-d] ] 2] 7]
GdRRE, AAd 1 3 FdsiA sto], A sES eI

o_>|:
r_Q
cn
\u
sl
it
g
>,
2
=2
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IH—NMR (DMSO—dg) 6:2. 44 (3H, s), 2. 78 (3H, s), 3.
s), 7. 22 (2H, d, J=8. 5Hz), 7. 30 (2H, d, J]=38.

91 (24,
5Hz), 12. 51 (1H, br s), 12. 69 (1H, br s)

098] MS (m/z):346 (M%) |

[0799]  AAl 40

[0800]  5-WH-4-=A4-2-(2-EZTZ L 2 HE Wl A)-3,4-t]3| =2 E|o| = [2,3-d] I 2|1 H-6-7} 2 5214}

F S
T
[0801]
[0802]  Alzxe] 69 ol FAE 5-WEH-4-S2-2-(2-EFZSF e 2vdE Wl A)-3,4-13 =2 E| o =[2,3-d]F Hm -
6-7t2 R A2 RE, Al 1 7} A8 s, A FFES AU
IH—NMR (DMSO—dg) 6§:2. 80 (3H, s), 4. 32 (2H, s), 7.
4—7. 6 (3H, m), 7. 7—7. 8 (1H, m), 12. 77 (1H, br s), 1

3. 32 (1H, br s)
MS (m/2z):400 (M%)

[0803]
[0804] Al 41
[0805] 2-(2-Ft=2E AW A)-5-WEl-4-5 -3 4-TS =ZE| o =[2 3-d]dF ] d-6-Ft =& A Al
m S OH
HO' o]
[0806]
[0807] Az 35 oA FAT 2-(2-WEAIIERINA)-5-HE-4-& 4-3 4-T] S| =2 E]o]| =[2,3-d] ¥ F ] HD-6-7} 25
IA]e] 1 3 FdsA 8k, ®A eSS A s

At E 2 RE, A
80 (3H, s), 4. 36 (2H, s), 7.
5, 7. 7THz), 7. 91 (1

13. 04 (1H,

'H—NMR (DMSO—dg) 6: 2.
55 (1H, dt, J=1.

3—7. 5 (2H, m), 7.
12. 62 (1H, br s),

H, dd, J=1. 5, 7. THz),
br s)
MS (m/z):344 (M*), 326 (base)
[0808] _
[0809] 2A 4 42
[0810] 2-(M]HAd-4-LuE)-5-H&-4-2 -3 4-T] 3| EZE | =[2,3-d] F "] H-6-F} 2 2] A}
ey A
Xy S oH
[0811]
[0812]  A|Zxd] 37 ¥ FUASA st FAS - A d-4-d W &d)-5-HE-4-82-3,4-T] S| =2 E] ol [ 2, 3-d | ¥ 2] v| Tl -6~
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[0813]
[0814]

[0815]

[0816]
[0817]

[0818]
[0819]

[0820]

[0821]

[0822]

[0823]

[0824]

[0825]

[0826]
[0827]

SS=50] 10-1288144

FHEEAMGERRE], AAd 1 3 FdaA sk, A FES TS
1H—NMR (DMSO—dg) §:2. 78 (3H, s), 4. 00 (2H, s), 7.
3—7. 4(1H, m), 7. 4—7. 5 (4H, m), 7. 5—7. 7 (4H, m), 12.

77 (1H, s)

MS (m/2z): 376 (M"Y, base)

ZAle] 43

2-(3-BEH-4-HEA WA )-5-1 g -4-L 4-3 4-T] 3| = ZEo| = [2,3-d]J] g v H-6-F} 2 E- 2] 4]

A Zd 38 oA AAT 2-(3-HER-A-WEAHE)-5-HE-4-2 -3 4-T] 5| =2 E] o] = [2,3-d] ¥ & »]| d-6-7}
3}
H

ARz, QA6 13 FAS stol, EA AFES FHF.

I —~NMR (DMSO—de) 6:2. 79 (3H, s), 3. 82 (3H, s), 3.
89 (2H, s), 7. 07 (1H, d, J=8. 5Hz), 7. 33 (1H, dd, J=
1.9, 8.5Hz), 7.60(1H,d, J=1.9Hz),12. 67 (1H, br s),

13. 33 (1H, br s)
MS (m/z):410 (M*+2), 408 (M*), 183 (base)

Ao 44

2-(5-B 2R -2-H| EA M & )-5-1| &l -4-L£ 4-3 4-T] 3| = ZEo| = [2,3-d] I g v H-6-F} 2 E- 2] Al

o
HN)ij\g___«o
= s . ©OH

N

Br

Az 57 oA AT 2-(5-BHEE-2-v| A M E)-5-w| " -4-222-3, 4-T] S| =2 E] o 2= [ 2, 3-d | ] & ] 1 -6-7}

At d2=RY, A 1 2 sdsA s, A sES st
IH—NMR (DMSO—dg) 6§ :2. 80 (3H, s), 3. 72 (3H, s), 3.
94 (2H, s), 6. 97 (1H, d, J=8. 9Hz), 7. 4—7. 5 (2H, m),

12. 62 (1H, br s), 13. 31 (1H, br s)

MS (m,/z):410 (M*+2), 408 (M™")

2 A4 45

(2222 5222 o wrdu) 5 r]d-4-% -3 4-t) 5 E g Elo] i[9 3-d]v]el v U -6-7h= 2 )

=5

—=

=2 35
—=

Azd 39 oM A 2-(2-FRE-5-EfZFo2veld)-5-mE-4-84-3,4-1] 3| = 2E] o 1= [2,3-d] 9] g 1|
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[0828]
[0829]

[0830]

[0831]
[0832]

[0833]
[0834]

[0835]

[0836]
[0837]

[0838]
[0839]

[0840]

[0841]
[0842]

S=50] 10-1288144

HEe

W67t s s gz e, AAd 13} BAsh shol, EA

)

IH—NMR (DMSO—dg) 6§ :2. 80 (3H, s), 4. 27 (2H, s), 7.
72 (2H, d, J=1. 5Hz), 7. 90 (1H, s), 12. 80 (1H, br s),
13. 33 (1H, br s)

MS (m/z):404 (M*+2), 402 (M*), 367 (base)

Al 46
2-(2-ZF o w-3-Eg|ZE o mrauld)-5-1E-4-&4-3 4-T] 3| = 2 E]of| =2, 3-d] ] & 7]

r_Q
cn
\u
L
it
L
>,
>

Az 40 oA AT 2-(2-EFQE-3-EfZF e 2vdild)-5-vwE-4-2 -3 4-T 3] =2 E| | =[2,3-d] ¥ ]
M E-6-7t2 5 A E 2 R2E | A 1 7 FUsA s, ®A sHES sl
IH-NMR (DMSO~—dg) 6§:2. 80 (3H, s), 4. 15 (2H, s), 7.
3—7. 5 (1H, m), 7. 6—7. 8 (2H, m), 12. 78 (1H, s), 13. 3
3 (1H, s)

MS (m/z):386 (M%)

A 47
2-(2-Z 22 B2-5-EgZZ o g gl d)-5-mgd-4-2 -3 4-t] 5| = FE o = [2,3-d]H 1| P-6-7t 2 E 2 A

Az 41 oA AT 2-(2-ZFQE-5-EZF o 2v gl d)-5-g-4-2 4-3 4-T] 3| =2 E| o = [2,3-d] ¥ g
M E-6-7t2 5 A E 2 R2E | AAd 1 7 FUsA s, ®A sHES sl
IH—NMR (DMSO—dg) 6:2. 80 (3H, s), 4. 16 (2H, s), 7.
45 (1H, t, J=9. 1Hz), 7. 7—7. 8 (1H, m), 7. 90 (1H, dd,
J=2. 1, 6. 7TH=z), 12. 77 (1H, br s), 13. 36 (1H, br s)

MS (m/ z): 386 (M*, base)

A A o] 48
2-(3-ZFQ 2-5-EZZ o gl d)-5-mg-4-24-3 4-t] S| =2 E| o =[2.3-d]H | P-6-F} 2B 2 A

Az 58 oA FAI 2-(3-EZFLLE-S5-EfZF e 2vduld)-5-wE-4-2 -3 4-T 3] =2 E| | =[2,3-d] ¥ &
M E-6-7t2 5 A E 2 R2E | A 1 7 FUsA s, ®A sES sl
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S=50] 10-1288144

lH-—NMR (DMSO—dg) 6:2. 79 (3H, s), 4. 13 (2H, s), 7.
5—7. 6 (83H, m), 12. 76 (1H, br s), 13. 34 (1H, br s)

MS (m/z): 386 (M%)
[0843]

[0844] A4 49
[0845]  2-(4-FFQz-3-Er|EFoav|dwld)-5-vg-4-52-3 4-t|s| =2 E o) =[2,3-d] ¥ e V] H-6-7F= 5414}

[0846]
[0847]  A|Ze] 64 oﬂ A 2-(U-EFE--EEF e mr gl d)-5-md-4-54-3 4-T 3| =2 ol = [2,3-d ] 9] 2]
vd-6-7t2 54 g 2 e, AAd 1 3 FdatA ate], A stFES T
TH-NMR (DMSO—dg) §:2. 79 (3H, s), 4. 07 (2H, s), 7.
4—7.5(1H, m), 7. 6—7. 8 (1H, m), 7. 8—7. 9 (1H, m), 12.
73 (1H, br s), 13. 34 (1H, br s)

MS (m/z):386 (M)
[0843]

[0849]  2Ald] 50
[0850] 2-(5-ZFe=m-2-Eg|Z o Ruduld)-5-mY-4-54-3 4-t]s| =2 o =[2,3-d]| Y] I-6-7t= 522}

F 0
0
HN)ﬁf\g_(
SN S oH
I
F

[0851]
[0852]  Alzxe 75 0ﬂ A A 2-(5-ZF O R-2-EFZF 0 e ﬂ)—5—uﬂE1—4—%i—3,4—r4E]Eiaoﬂi[z,s—d]ﬁ]E]
Hd-6-7k2 54D 2 R E | A 1 3 FASHA dte], ®A eSS ST
'H—NMR (DMSO—d,) 6§:2. 80 (3H, s), 4. 25 (2H, s), 7.
3—7. 5 (2H, m), 7. 8—7. 9 (1H, m), 12. 76 (1H, s), 13. 3
5 (1H, br s) ‘

MS (m/z): 386 (M%)
[0853]

[0854]  2AA]d 51
[0855] 2-(3-ZFEE-2-ZF 9 aWz)-5-E-4-24-3 4-U3E2Edx[2,3-d] T gr]|H-6-F = E 2 A

[0856]

[0857]  AZe] 42 oA FAI 2-(3-F22-2-ZF 2 E)-5-mE-4- -3 4-HI =2 E o =[2,3-d] F | d-6-7}=
AL EZEE, Ao 1 3 LA s, %A sES 5.
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S=50] 10-1288144

IH—NMR (DMSO—dg4) 6§:2. 80 (3H, s), 4. 10 (2H, s), 7.
21 (1H, dt, J=1. 0, 7. 9Hz), 7. 83—=7. 4 (1H, m), 7. 4—7.
6 (1H, m), 12. 76 (1H, br s), 13. 34 (1H, br s)

. + + .
[0858] MS (m/z):354 (M*+2), 352 (M*), 143 (base)

[0859] A< 52

[0860] 2-(3-F22A4-ZTF0 Z2A)-5-mE-4-&4-3 4-T]3] =2 E]o|=[2,3-d]F 2] H-6-F} 2 H 24l

[0861]
[0862]  A|zol 43 oA g 2-(3-FERE-4-EFLEMNH)-5-HE-4-F2-3,4-T | =2 E ol :=[2,3-d] T Y M| H-6-7+ =
A=Y, Al 1 3 FU3A sto], A SFES T3S
ITH—~NMR (DMSO—dg) §:2. 79 (3H, s), 3. 97 (2H, s), 7.
3—7. 5 (2H, m), 7. 5—7. 7 (1H, m), 12. 69 (1H, br s), 1
3. 34 (1H, br s)

[0863] MS (m/z):354 (M"+2), 352 (M¥), 183 (base)

[0864] A< 53

[0865] 2-(5-F22-2-FF @WMlZ)-5-WE-4-54-3 4-T]3| =2 E]f| =[2,3-d] ] | H-6-F} 2 H A A

[0866]
[0867]  AlZd] 44 oA P4 2-(5-ZRE-2-FFLEMA)-5-WP-4-%%-3,4-T]F =2 E] o] 1= [ 2, 3-d] F | H-6-7} =
SA DR E, A 1 3 FdsH sto], FA4 ES skl
IH—NMR (DMSO—dg4) 6§:2. 80 (3H, s), 4. 10 (2H, s), 7.
21 (1H, dt, J=1. 0, 7. 9Hz), 7. 3—7. 4 (1H, m), 7. 4—7.
6 (1H, m), 12. 76 (1H, br s), 13. 34 (1H, br s)

. + + .
[0868] MS (m/z):354 (M*+2), 352 (M*), 143 (base)

[0869] A 54

[0870] 2-(2-ER2-6-ZF2WMA)-5-WE-4-8-3 4-T]5| =2 F|o||=[2,3-d] I T H-6-F2 524l

[0871]

[0872] Az 66 oA TS 2-(2-FRE2-6-FF2L2ME)-5-HE-4-84-3 4-T3| =2 E | =[2,3-d]F] 2 v H-6-7}=
B EyE, A 13 $U5A sel, BAl GRS TR
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[0873]
[0874]

[0875]

[0876]
[0877]

[0878]
[0879]

[0880]

[0881]
[0882]

[0883]
[0884]

[0885]

[0886]
[0887]

S=50] 10-1288144

IH—NMR (DMSO—dg) §:2. 80 (3H, s), 4. 19 (2H, s), 7.
2—7. 3 (1H, m), 7. 3—7. 5 (2H, m), 12. 84 (1H, br s), 1
3. 32 (1H, br s) '

MS (m/z):354 (M*+2), 352 (M")

A Ao 55
2- {3,5-H]A(EFZZo 2l A} -5-wE-4-2 -3 4-U3| = ZE|d=[2,3-d]F 1 H-6-F} 2 B2 A}

FULF
0O
F \N s OH
T r
A Zd 51 oA A3 2-{3,5-H2(EYZFe 2 e )i A }-5-HE-4-24-3 4-U3| =2 E|o| = [2,3-d] ¥ g v]

-6-7t2 5 o 2 HE | A 1 7 5 }ﬂl sted, A SHES sl
IH—NMR (DMSO-—dg) 6§ :2. 78 (3H, s), 4. 24 (2H, s), 8.
02 (1H, s), 8. 11 (2H, s), 12. 78 (1H, br s), 13. 34 (1

H, br s)

MS (m/z): 436 (M%)

A Ao 56
2-(3.4-tZF 2 2w d)-5-vE-4-2 4-3 4-T3 =2 E | [2,3-d]H 1 H-6-7} 2 2 2] A

0
F
SN S OH

Alze] 52 oA A3 2-(3,4-TEF L 2MA)-5-MEd-4-%4-3 4-T] S| =R E| o = [2,3-d] 9] W] D -6-7} 254
cold 258, AAjdl 1 3 Fdsr ste], #A4 setas skl

IH—NMR (DMSO—dg) 6 :2. 79 (3H, s), 3. 99 (2H, s), 7.
1—7. 5 (83H, m), 12. 75 (1H, br s), 13. 34 (1H, br s)

MS (m/ z): 336 (M)

AAle 57
2-(2,5-t]ZF 0 2 F)-5-v'-4-& 4-3 4-U]s| =2 E]o|| =[2,3-d]F v H-6-F =52 A}

F
NS OH

N

F

Azd 53 ellA P 2-(2,5-UFFLEMA)-5-WH-4-%24-3,4-T] 3| =R E] o] = [2,3-d] T F W] A -6-T} 254
Aeld 2R E, AAld 1 3 FdstA stol, A =S Fs3I
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=550 10-1288144
IH—-NMR (DMSO—dg) 6§:2. 80 (3H, s), 4. 06 (2H, s), 7.

1—7. 4 (3H, m), 12. 79 (1H, br s), 13. 34 (1H, br s)

. +
[0888] MS (m/z): 336 (M)

[0889]  AlA]<] 58

[0890]  2-(2,4-T]Z56 2wl A)-5-wg-4-% -3 4-1] 8] = ZE| o] e [2,3-d] 7 2] v W -G-Tp 2 A 5

[0891] F

[0892]  A=xd 65 oA A 2-(2,4-UZF e 2 A)-5-mE-4-5 -3 4-Us| =2 E ol =[2,3-d] ¥ gu|d-6-7t=2EA
AbEREE, HAAle] 1 2 ste] . %A SEES et

==

IH—NMR (DMSO—dg) §:2. 80 (3H, s), 4. 03 (2H, s), 7.

0—7. 1 (1H, m), 7. 2—=7. 3 (1H, m), 7. 4—7

.5 (1H, m), 12.
73 (1H, br s)

. +
[0893] MS (m/z):336 (M%)
[0894]  AA] 59

[0895]  2-(2.6-C]ZFe 2wl d)-5-vE€-4-2 -3 4-U]3| =2 E| o =[2,3-d] 9 g -6-Ft2 X A4

= A
o}
F 0
HN)HA!/\é_(
X8 OH
F

[0896]

[0897]  A|ZFd| 67 oA FAIF 2-(2,6-
1 b

3 2o 7dAd)-5-gd-4-2 -3 4-T] 3| =2 E| o .=
A 2 EE, AA 4 5

stol, Al shetEe skl

==

[2,3-d]¥ g d-6-7F= 54

'H—NMR (DMSO—dg) 6:2. 79 (3H, s), 4. 08 (2H, s), 7.

1—7. 2 (2H, m), 7. 3—7. 5 (1H, m), 12. 78 (1H, br s)

MS (m/z):336 (M)
[0898]

[0899]  21Aldl] 60

[0900]  5-w|El-4-54-2-(2,3.5-EEF O =Wl d)-3 4-t|s] =2 H o =[2,3-d]| I 2P| H-6-Tt= A4

F (o]
E X s OH
F
[0901]

[0902]  Alze] 70 M FHE 5-E-4-Sh2-(2,3,5- 2 BT ZWA)-3,4-1) 5] = 2E] o 12(2,3-d] 9 2] ] W-6-7h 2
B EyE, A 13 $U5A sel, BAl GRS FYHA.
'H—NMR (DMSO—dg) §:2. 80 (3H, s), 4. 11 (2H, s), 7.

1—-—7. 3 (1H, m), 7. 4—-7. 6 (1H, m), 12. 73 (1H, s)

MS (m/z):354 (M%)
[0903]
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SS=50] 10-1288144

[0904]  2A]d 61
[0905] 5-HE-2-(\zZekal-1-dHE)-4-2 4-3 4-U3 =2 g x=[2,3-d] T g P H-6-Ft =2 E A A}

[0906]
[0907]  Azd) 37 2 FAEA sto] FAE S-wlE-2-(GZEU-1-U e )-4-% 43 4-U] B =R E] o = [2,3-d] T ]
6-7t2E Aol d 2 5E | A 1 3 U8 sto], FA FFES FAsA.
'H—-NMR (DMSO—dg) §:2. 78 (3H, s), 4. 45 (2H, s), 7.
4—7.5 (1H, m), 7. 5—7. 6 (3H, m), 7. 8—7. 9 (1H, m), 7.
9—8. 0 (1H, m), 8. 13 (1H, d, J=8. 3Hz), 12. 74 (1H, b
r s)

: +
[0908] MS (m/2z):350 (M%), 167 (base)

[0909]  2lA]q] 62
[0910] 2-(a-3|=EZAMA)-5-1E-4--2 -3 4-T]3| = ZE] = [2,3-d]F g v H-6-Ft 2 E A A}

[0911]

[0912]  Alze] 37 3 FAsA ko] FGG 2-(a-s|=FAMA)-5-mD-4-4-3 4-T] S| =2 ¥| ol = [ 2, 3-d | 9] 2] V] -6~
ZheR Aol d 2Ry, dAld 1 3} FdaA stof, #Al stehes dAdsHid.

oft o
ol

[e)
=<

1H—NMR (DMSO~—dg) 6:2. 78 (3H, s), 5. 59 (1H, s), 6.
51 (1H, br s), 7. 2—7. 3 (1H, m), 7. 3—7. 4 (2H, m), 7.

52 (2H, d, J]=7. 3Hz), 12. 33 (1H, br s)

) . ), 98 (b
[0913] MS (m/z):316 (M"), 2 (base)

[0914]  2A]4] 63
[0915] 2-wl=3|=-5-wE-4-L4-3 4-T]3| =2 Eld - [2,3-d] 7] 2] 1| P-6-7} 2 2214}

) M

N

[0917]  Alze] 37 oA FAIF 2-W=3) =D-5-mEP-4-§4-3,4-0) 3| =R E] ] = [2,3-d] 9] 2] W]
B, AAd 1 ¥ gdsi 6}0#, A S-S skl

[0916]

r_Q
cn
_\,‘i
it
o
(12
2
2
i)
fu
-z

IH—NMR (DMSO—dg) 6:2. 80 (3H, s), 5. 52 (1H, s), 7.
2—7. 4 (10H, m), 12. 82 (1H, br s), 13. 5 (1H, br s)

: Y, b
[0918] MS (m/2z):376 (M ase)

[0919] A Ao 64
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[0920]

[0921]

[0922]

[0923]
[0924]

[0925]

[0926]
[0927]

[0928]
[0929]

[0930]

[0931]
[0932]

[0933]
[0934]

on

£5=0l 10-1288144

50l €)== 49~ (5] 2] ¥l-2-<l W] &) )-3 4-t] 5] = R ] ol e[ 2, 3-d | ] e v ) -6-7h 2 2 2 2}

O
= HN
N N S OH

Q) uﬂE]

rXL
Cﬁ
_\}i
[l
i
i1
>
=2

Az 36 oA FAAE 5-mlE-4-S4-2- (g d-2-d e )-3,4-t] 3| =2 o .= [2,3-d] 7] ] 1|
Qe AN 1% EA Sol, EA HTES AT,

'H—NMR (DMSO—d,) 8:2. 81 (3H, s), 4. 17 (2H, s), 7.
2—7. 5 (2H, m), 7. 77 (1H, dt, J=1.9, 7. 7THz), 8. 49 (1
H, br s), 12. 70 (1H, br s), 18. 33 (1H, br s)

MS (m/z):801 (M*, base)

A Al 65
2-(NZ2HE-1-dd W E)-5-H e -4-2 -3 4-t]3 =g =[2,3-d] I 21| H-6-F} 2 B2 A}

Az 18 oA FAAE 2-(ANEZHE-1-od g )-5-HEd-4-524-3,4-H | =2 o = [2,3-d] 7] ] D-6-7} 2
Aoz e, AAd 13 FU5A stel, Al PR P

i

IH-NMR (DMSO—dg) 6:1. 7—1. 9 (2H, m), 2. 2—2. 4 (4
H, m), 2. 80 (3H, s), 3. 41 (2H, s), 5. 48 (1H, s), 12. 5
1 (1H, br s), 13. 31 (1H, br s)

MS (m/2z): 290 (M%)

Al 66
2-(NZ2AA-1-dd W E)-5-H el -4-2 -3 4-U] 3 =2 g =[2,3-d] I 21| H-6-F} 2 B2 A}

3to] A3 2-(A EEIA-1-o| d 8 )-5-H H-4-2-4-3 4-T| 3| =2 E| o .= [ 2, 3-d] ¥ ]

Az 18 3} S5 sel I
. 238, AAd 13 S5 o), BA BFES TR

}
] §1-6-7h2 341 Aol ¢

ITH—NMR (DMSO—dg) 6:1. 4—1. 5 (2H, m), 1. 5—1. 6 (2
H, m), 1. 9—2. 0 (4H, m), 2. 77 (3H, s), 3. 23 (2H, s), 5.
52 (1H, s), 12. 42 (1H, s)

MS (m/z):304 (M*), 262 (base)

A A 67
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[0935]

[0936]
[0937]

[0938]
[0939]

[0940]

[0941]
[0942]

[0943]
[0944]

[0945]

[0946]
[0947]

[0948]
[0949]

[0950]

[0951]

on

£5=0l 10-1288144

- A E 2 HE W E-5-wE-4-84-3 4-T]3| =2 E| ol =[2,3-d] I 2 H] H-6-F} 2 F A AL

Az 19 oA A 2-AF2HEHE-5-E-4-84-3 4-T) 3| =2 E| 0| =[2,3-d] T g n|H-6-7} 2 E 2 Aol €]
ZRE, AAd 1 3 FdatAl s+, HA IFES FASIT.
IH—NMR (DMSO—dg) 6 :1. 1—1. 8 (8H, m), 2. 2—2. 4 (1
H, m), 2. 61 (2H, d, J=7. 7THz), 2. 80 (3H, s), 12. 44 (1
H, br s), 13. 29 (1H, br s)

MS (m/z):292 (MY)

A Ao 68
- A2 A E-5-wE-4-84-3 4-T]3| =2 E| ol =[2,3-d] I 2 H] H-6-F}L 2 F A AL

Azd 20 oA A 2-A|F2AAWE-5-mE-4-24-3 4-T] 3 E2E] o =[2,3-d] T 2 v Hd-6-F 2 EF A slof &
2RE, AN 13 SAS sol, BA BFES A

'"H—NMR (DMSO—dg) §:0. 9—1. 8 (§H, m), 1. 5—1. 9 (6
H, m), 2. 79 (3H, s), 12. 42 (1H, br s)

MS (m/2z):306 (M+)

A4 69
St -4~ A2y df| e e v -3 4-t] S| E 2 E] o] 1= [2, 3-d ] ] ] W] I -6-7} 2 54 3%

OVL%

5 & -4-2 2 -2-3] 7 2| t] = | & -3, 4-T] 3| E 2 E] o ;= [ 2, 3-d ] F] E] ®
SIUERE 8ml o dEste], 80T oA 2 AlzF wwkst $, WAz
S A3 AFH, AFRAA, A FFE 565mg (92%) S IAUTL).

o

oo

-6-7Ft2 B2 8 671ng S 0.5 A FA

: 29t fAter FEATIAL, HEE

1H—~NMR (DMSO—dg) 6:1. 3—1. 4 (2H, m), 1. 5—1. 6 (4
H, m), 2. 80 (3H, s), 3. 44 (2H, s)

MS (m/z):307 (M*), 84 (base)

AAld 70
5-H 8l -4-2 -2 (4-2 23| ¥ g o] =W & )-3,4-T] 3] = 2 E] o] = [ 2, 3-d ] F] B 7] T -6-F} 2 2] A
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[0952]

[0953]
[0954]

[0955]

[0956]
[0957]

[0958]
[0959]

[0960]

[0961]
[0962]

[0963]
[0964]

[0965]

[0966]
[0967]

Olﬂ

=50l 10-1288144

0-2 2 2 W Y5 P4- %43, 4-T) 8 = 2 Elol e [2,3-d] 9] 2] 1] B-6-A 2 B koY 2 S E-4-2 o] g}
of, 71 Azl 21 % FAS sl AF WS AASAT.  ASAA, w3 JYEL G @,
A 33 3 BAA sl 5 B Wes WAl EA FFES A,

ITH—NMR (DMSO—dg) §:2. 78 (3H, s), 2. 9—3. 8 (10H,

m)

A 71

2-(4-7Zt 2B X g g o= ) -5-Hg-4-2 4-3 4-T 3 ER2 o = [2,3-d] F P H-6-FF 2 E 2 A}

v d-d-2 el v d-4-7tEE Aol E o] &3], el 70 3} FdEHA sk, FA FgES A
At

'H—NMR (DMSO—dg) 6 :1. 6—1. 8 (4H, m), 2. 81 (3H,

s), 3. 1—3. 2 (5H, m), 3. 4—3. 5 (2H, m)

AA A 72
- E-2-(1-g7}3| =2 F =Y E)-4-2 -3 4-T] 3| = 2 E o = [2,3-d] F] 2| 7] T -6-F} 2 2 2] A}

§¢%%

dAgd-4-2 ool w7 =2dmds olgste], A 70 3 FdsA sto], A EEs AU

'H—-NMR (DMSO-—dg) §:1. 7—2. 0 (13H, m), 2. 80 (3H,

s)

HAle] 73

a @ 2-(4-tert-HEANFNER I A GA-1-A | E)-5-HE-4-84-3 4-T]F| = ZE|o| =[2.3-d]F ] H-6-F} 2
/\Ew‘\_o SFA]

2aetes S

Azd 21 oA T 2-(4-tert-F-EA 72 R I3 #| e} 7-1-A W& )-5-1| &l -4-2 -3 4-T] 8| =2 E] o] = [2,3-
d]F g d-6-7t2 54 el " 436mg & 0.5 T FASSUEEF 4ml o dE3le], 100T oA 2 AZE
AL ol WAl 301 A drter FEATa, AEES o AF, AxAA, A 3FE 377ng
(92%) & 4Art.

Hiz
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[0968]

[0969]
[0970]

[0971]
[0972]

[0973]

[0974]
[0975]

[0976]
[0977]

[0978]

[0979]

[0980]
[0981]

[0982]
[0983]

b 1 o-HE-4-F A-2-(FH2pxI-1-d [ €)-3 . 4-T] 3| == Hol| = [2,3-d | F & u|d-6-Fr= 5 A4 2 k1o 34

H—Cl

H—Cl
HN/ﬁ HN/UI\g—'{o
k/“\/k\ s OH
A7) AR 8eHE 100mg & 4 A G4/ US4
S SH AAst, ®A 33

IH—NMR (DMSO—dg) 8:2. 78 (4H, br s), 2. 80 (3H,
s), 3. 12 (4H, br s), 3. 5—3. 7 (2H, m)

MS (m/z): 308 (M%), 85 (base)

Ao 74
2-(2EB =RV ER[],2-a] ¥tz -2-d | E)-5-Hg-4-2 4-3 4-U 3| =2 E] o = [2,3-d] ¥ g P D -6-F} 2 E 2 A}

er

g gd-4-2 il SE| =2y E2([1,2-a] 921 o] &sto], AAld 70 3} FLSA sto], HA EES
At

IH-NMR (DMSO—dg) 6§ :1. 7—1. 8 (4H, m), 2. 78 (3H,
s), 2. 9—3. 1 (7H, m), 3. 4—3. 6 (2H, m)

MS (m/2z):348 (MY, 96 (base)

ojet, AAldl 1 3 FdstA sto], dAjel 75 ~ 83 9 =S FASAT.
A 75

5-M 8l -4-2 4 -2-9d-3 4-t] 3| = ZE| o = [2,3-d]F 2] u] H-6-F} = E 2 A

©/l\\N s OH
Azd 60 oA T 5-wWE-4-L4A-2-Hd-3,4-TF ERE | = [2,3-d]F | H-6-FI 2B Al ZRE | 2
Aol 1 2} s sl, A 3FES A8

'H—NMR (DMSO—dg) & : 2. 89 (3H, s), 7. 5—7. 6 (3H,
m), 8. 1—8. 2 (2H, m), 12. 69 (1H, br s)

MS (m/z): 286 (M™")

Lol 76
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[0984]

[0985]
[0986]

[0987]
[0988]

[0989]

[0990]
[0991]

[0992]
[0993]

[0994]

[0995]
[0996]

[0997]
[0998]

[0999]

[1000]
[1001]

SS=50] 10-1288144

59~ (2-Uh 2 E))-4-§ 4-3 4-T] 8] E R Bl ol [2,3-d] 9] 2] W W1-G-Fhe B 21 2

Az 34 oA FAT 5-uE-2-(2-UZE)-4-24-3,4-U I EZ2E A =[2,3-d ]| 2P D-6-FI 2 E ALt D 2 5
B, AAld 1 3 L&A sk, A ﬂ%‘%% skt
IH—NMR (DMSO~—d,) 6:2. 86 (3H, s), 7. 5—7. 7 (2H,
m), 7. 9—8. 1 (3H, m), 8. 23 (1H, dd, J=1. 5, 8. 9Hz), 8.
82 (1H, s), 12. 8 (1H, br s)

MS (m/2z):336 (M*), 139 (base)

A 77
5-H El-4-24-2-(2-9 2] H)-3 4-t S| =2 E| o = [2,3-d] F & v H-6-F} 2 E 2 A}

Az 60 2 LA st &
At 2R Y AAo 1 3 F

1m
I

7 - E-4-52-2-(2-9] 9 ) -3, 4-H S| =2 E] o 2= [ 2, 3-d | ] ] M| 1 -6-7}
A8t o], #A Bgt=& ST

MS (m/ z): 287 (M*, base)

Al 78
5wl -4-2 2-2-(3-9] 2] )-8, 4-t] 3| == E]ol| 2= [2,3-d | ¥ 2] M| D -6- T = A A

[o]
OH
““%«
NZ ), S 0

N
|

N
Azd 60 I FAsA st AT 5-wE-4-852-2-(3-9 2 H)-3,4-Y | =2 E| ) =[2,3-d] I Y| H-6-7EE
Aatd 2 8E, AAld 1 3 A &, A4 JEFES T

MS (m/z):287 (M%), 243 (base)

A Al 79
5] &4 -2~ (324 31-2-9))-3,4-0) 5] = 2 E] of 2 [ 2, 3-d] 5] ] v W1-6-7h2 4 2

[0
/Nj)\\N 8 oM
(]
N

Azel 60 I FdaHA sto] FAET 5-vE-4-52-2-(9]HR1-2-)-3, 4-T S| =2 E ol 1= [ 2,3-d] V] 2| M| -6-7F =
A 2 RE, A 1 3 FdsHA sto], FA4 sEES skl

_70_



[1002]
[1003]

[1004]

[1005]
[1006]

[1007]
[1008]

[1009]

[1010]
[1011]

[1012]
[1013]

[1014]

[1015]
[1016]

S=50] 10-1288144

'H—NMR (DMSO—dy) 6§ :2. 84 (3H, s), 8. 8—8. 9 (1H,
m), 8. 88 (1H, d, J=2. 7THz), 9. 48 (1H, s), 12. 33 (1H,
br s)

MS (m/z): 288 (M*, base)

A4 80
2-(2-F3)-5-1El-4-2 %-3 4-t] 3| =2 E] | =[2,.3-d] T & 1]l -6-F} = B2 A}

Azel 60 3 FASA ol G 2-(2-F )5 Po4-54-3,4-1) 5| S 2] o 22[2,3-d] 9] €] V] W -6- 72 2
AGZRE, AAd 13 BAA stel, TAl HFES A

'H—-NMR (DMSO—dg) §:2. 81 (3H, s), 6. 7—6. 8 (1H,
m), 7. 65 (1H, dd4, J=0. 6, 3. 8Hz), 8. 0—8. 1 (1H, m)

MS (m/2z):276 (MY, base)

A Ao 81
5] & -4 -2~ (€] 0. 1-3-91)-3,4-1) ] = 2 ¥] of 2 [ 2, 3-d] 5] &] ] ¥1-6-7h2 2 44 20

Azl 55 oA A 5-ME-4-A4-2-(E]| 9.3-3-¢Y)-3,4-T 3| =2 E|of| = [2,3-d] T] ] ¥

ks H-3-)
FE, A 13 gdsAl ste], #A Egt=s ST

rXL
Cﬁ
_\}i
[l
di
>
>
2
i,
i

IH—NMR (DMSO—dg) 6 :2. 84 (3H, s), 7. 7—7. 8 (1H,
m), 7. 8—7. 9 (1H, m), 8. 66 (1H, s), 12. 35 (1H, br s),
12. 66 (1H, br s)

MS (m/z):292 (M")

Ao 82
5-El-4-2 2 -0-H | El-3 ,4-T] 3] = Z E] o] = [ 2, 3-d ] F] B 7] T -6-T} 2 2] A

A7) Azd et FdtA o] AT 5" -4-L A-2-H | €-3 4-1) 3| = 2 E] o) = [2,3-d] ] g v H-6-TF} 2 52 A
A

A sel, BA SgEe A
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[1017]
[1018]

[1019]

[1020]

[1021]

[1022]
[1023]

[1024]

[1025]
[1026]

[1027]
[1028]

[1029]

[1030]

[1031]
[1032]

[1033]

[1034]

SS=50] 10-1288144

IH—NMR (DMSO—dg) 6§ :2. 79 (3H, s), 2. 8—3. 1 (4H,
m), 7. 1—7. 4 (5H, m), 12. 51 (1H, s)

MS (m/z):314 (M*, base)

A Ao 83
5= E-4-5-2-(B -5 v")-3 -S| =2 E]o 2=[2,3-d| ] g 1| D -6-T} =5 A AT

71 AZd et FLEA ste] S 5-mE-4-24-2-(B-FAHUE)-3,4-YS| =2 E| 9 = [2,3-d] ¥ g v H-
-7l2 82 RE, AN 1 3} FLaA shel, B4l HBE FHSAT

IH—NMR (DMSO—dg) 6:2. 80 (3H, s), 4. 52 (2H, s), 7.
5—8. 1 (5H, m), 12. 57 (1H, s)

MS (m/ z):328 (M%), 105 (base)

A Ao 84
2-[2-(3- 222 Y)-2-8 2o W] 5w P4~ %3, 4-t) 8| E2E| o] 1 [2,3-d] 9] 2] v] ¥ 6T} %A 4

[o]

A7) Azdel sLsHAl st A 2-[2-(3-FREHE)-2-%4 oﬂ 1-5-M 84— A -3 4-T] 8| = 2 E]of| = [2, 3~
dlFgrd-6-7t2 52 H 2 5E, Ao 1 7 FU3HA gtod, A IFES FAF3A.
7

1H—NMR (DMSO—dg) 6§:2. 79 (3H, s), 4. 55 (2H, s),

5-8. 1 (4H, m), 12. 58 (1H, s)

MS(m/z): 3640M+2), 362(M°), 139(base)

Al 85
2-Hg-5-mg-4-2 4-3 4-U 3| =R E o [2,3-d] ¥ 2P| H-6-F} 2 E 2 4]

37 Azest FLstA st

e 2-FE-5-vlE-4-54-3 4-t] 3 =R E| o 2= [2,3-d] F] 2] M F-6-7F2 52 4k
d27E, AAld 1 2 sdsi

atof, A sgtes FAdsoirt.
'H—NMR (DMSO—dg) §:1. 2—1. 4 (3H, m), 1. 9—2. 0 (4

H, m), 2. 79 (3H, s), 12. 46 (1H, s)

MS (m/2z):266 (M*), 224 (base)

2 A 86
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[1035]

[1036]
[1037]

[1038]
[1039]

[1040]

[1041]

[1042]

[1043]
[1044]

[1045]

[1046]

[1047]

[1048]
[1049]

[1050]

[1051]

[1052]

SS=50] 10-1288144

2-A4H-5-mE-4-2 4-3 4-U|3| =R E| M =[2 . 3-d] ¥ ]| H-6-F} 2 E A A

A7) Azdet A st FAIs 2-LH-5-md-4-24-3 4-U] 3| =2 E| o =[2,3-d] ¥ 2] v H-6-F} 2 54 2ol
H2Rg AAd 1 3 5L slo], A TS FAsI .

. 'H—NMR (DMSO—dg) 6:2. 5—2. 6 (2H, m), 2. 79 (3H,
s), 3. 1—3. 5 (3H, m), 12. 46 (1H, s)

MS (m/z): 250 (MY, base)

A Al 87
5-WEl-2-1 Bl E] @ ~4-2 -3 4-t] 3| = 2 E]o] = [2.3-d]F & 1] ¥l-6-F} 2 B2 2}

sto] A3 5-HE-2-w| " E] 0 -4-24-3 4-T]3F) =2 E| o =[2,3-d] ¥ g v H-6-F 2 E2]
T atel, A s s

ITH—NMR (DMSO—dg) 6§ :2. 53 (3H, s), 2. 76 (3H, s)

MS (m/z): 256 (M%)

A Ao 88
g-she ik ol wel -5 el -4-& -3, 4T S| =R Elo] e [2 3-d] ¥l 2] v] ©)-6-7h = A 4]

A7) Az FAA sl FAT 27 ukR A Y5 F-4-S -3, 4-0) 3] = 2 ¥l o] 2 [2,3-d] 9] 2] v] W67}
=RadarE, AAd 13 $UeA stel, EAl SFES PSR

'H—NMR (DMSO—dg) 6:2. 80 (3H, s), 3. 52 (2H, s), 7.
16 (1H, s), 7. 58 (1H, s), 12. 47 (1H, s)

MS (m/z): 267 (M%), 224 (base)

A4 89
2-(2-olt] o E)-5-H Bl -4-& A -3 4-T] 3| =2 E ol =[2,3-d]F 2 v d-6-F} =2 =

>

~
|z
il
Lot
N
[

>
uitA

o]

(¢]
H N/\/’% S OH

A N

5-o}v] ne-3-m| W] © -2, 4-T) 7h2 2 ] o W h N-(2-A o}l &) 7h L mho] = b
FAA AR e AARAT. AR, A 13 SAS el A
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[1053]

[1054]
[1055]
[1056]

[1057]

[1058]
[1059]

[1060]
[1061]

[1062]

[1063]
[1064]

[1065]
[1066]

[1067]

[1068]
[1069]

SE=E56] 10-1288144

(-MAZA 7t 2R doln| o ’d ) -5-w e -4-& 4-3, 4-T] S| =2 E] 0| = [ 2,3-d] F] E| W] -6 2 E2 4H-S A},

dojd 2-(2-HA A 72 R dolu]| o & )-5-1]| & 4-L A-3 4-T) 3| = 2 E 0| = [2,3-d] T &) v d-6-F} = B2 A 387
bd Xe)

[
mg X BEEFAOIAEL 4.5m o EFES A2 3 AR wwe & 7k sl gulE FHF AASA,

A B3HE 410mg (FFEH) & dAG.

'H—NMR (DMSO-—dgs) 6:2. 80 (3H, s), 2. 9—3. 0 (2H,
m), 3. 2—3. 3 (2H, m), 7. 80 (2H, br s), 12. 58 (1H, br
s)

MS (m,/z): 253 (M")

ofgl, AAlel 1 3 FLstA ko], AAlel 90 ~ 94 o] gF&S AT

5-H € -4-2 A -2-9| 5 A]-3,4-T 3| =2 Eof| = [2,3-d] T g 1] P-6-F} 2 E A AL

QI

Azzel 61 oM AT 5-rlE-4-F2-2-9 A3, 4-H S| E Rl k= [2,3-d] ¥ 2V H-6-7 2 A e = ALE
Aol 1 3 FdstA sto], #A4 sdeEs TS

_VL

TH—-NMR (DMSO—dg) 6§:2. 79 (3H, s), 7. 2—7. 5 (5H,

m)

MS (m/z):302 (M%)

A A 91
5-E-4-2 4-2-7|dE 2 -3,4-T] 3 =2 E o = [2,3-d] F & 7]

rXL
Cﬁ
_\}i
[l
gl
>
>

Azel 61 3 FAeA sl FAT 5ol E-4- %427 D E] ©-3,4-T) | ERE| o] 12 [2,3-d] 9] 2] W] W-6-7h 254
gz E, Are] 13 BAeA stel, EA AFELS T

ITH—NMR (DMSO—dg) §:2. 77 (3H, s), 7. 4—7. 7 (5H,
m), 13. 02 (1H, br s), 13. 29 (1H, br s)

MS (m/z):318 (M%)

A 92
5-H El-4-2 A~-2-Hdo}v]| :=-3 4-g 3| =2 o = [2,3-d]F] E] 7]

o)
o
”)LJI\&%
X8 OH

A zd 68 oA A3 5-wE-4-L A-2-Fdo}n| -3, 4-T] S| =2 E] o =[2,3-d] 5] & 7]

r_Q
@
\L]
N
it
L
>,
N

r_Q
cn
_\,‘i
[
I
(12
2
2
i)
fu
-z
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[1070]
[1071]

[1072]

[1073]
[1074]

[1075]
[1076]

[1077]

[1078]
[1079]

[1080]
[1081]

[1082]

[1083]
[1084]

sE554d
B, AAd 1 7} FLsHA stod, #®A gES T
IH—NMR (DMSO—d,) 6§:2. 68 (1. 2H, s), 2. 70 (0. 3H,
s), 2. 76 (1. 5H, s), 7. 3—7. 6 (5H, m), 9. 63 (0. 5H, s),
11.. 16 (0. 1H, s), 11. 22 (0. 4H, br s), 12. 89 (1H, br
s)
MS (m/z):301 (M%)
AAle] 93
3-wlA-2 5-t] el -4- & -3 4-t]3| = ZE] ol = [2.3-d] T g v 1 -6-F} 2 B2l A}
[o]
OH
/l%N S 0
A Zd 22 oA A 3-HlA-2 5-T)H|e-4-2 -3 4-T| 3] =2 E| o =[2,3-d] ¥ & v P -6-7} 2 & 2] Al

AAld 1 7 FAeA sk, %A EES skt

I1H—NMR (DMSO~-—dg) 6§:2. 23 (3H, s), 2. 80 (3H, s), 5.
32 (2H, s), 7. 2—7. 4 (5H, m)

MS (m/2z):314 (M*), 91 (base)
Ao 94

2-(3 4-t|F 22 A)-3 5-tHE-4-24-3 4-t] S| = ZE| o =[2.3-d]F Hn|¢I-

10-1288144

Cl. ~. (0]
UL
Cl \N 8 OH
A Zd 23 oA A3 2-(3,4-T)FEEZWA)-3,5-tWE-4-24-3 4-T3| =2 E o =[2,3-d] ¥ g H-6-F =&
A E 2 RE, AAld 1 3 FdatA s+, 3A IJFES FAsSIT.
ITH—NMR (DMSO—dg4) 6:2. 44 (3H, s), 2. 78 (3H, s), 3.
88 (2H, s), 7. 2—7. 4 (1H, m), 7. 5—7. 6 (2H, m)
MS (m/z): 384 (M*+2), 382 (M*)
A Ao 95
3-ME-4-%4-6,7,8, 9-HEHS| E2-4H-9] 2] % [1,2-a] E]ol| =[2,3-d] I ] D -2-F 2 52 4}
Q
@%4
Ny s OH
3-vgd-4-22%-6,7,8,9-H E&}3| = 2-40-1] 2] = [1,2-a] aoﬂi d1F g d-2-7t2 822k 8 75mg & o ek
0.5m, & 1mt 2 1 74 FASUEF &89 1t o &3 oﬂ Herslo], ¢k 100T oA 2 AlZF wwslgiT)
WHrE & ouke S 3 A G4k 0.35m = fgﬂo}c’# pl =5 2 Zz4&c}. oJAE et shellA
=7 AASL, A FRREE F HELS 4G HUtstd, §7] AFE HESAIA AEd §7] 4
F& A9 AAT F, AGRAS 7 stlA sFAHG. Zhato Saks HUbsta amsAA, A SE
50mg (74%) & LAT).
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[1085]
[1086]

[1087]

[1088]
[1089]

[1090]
[1091]

[1092]

[1093]

[1094]

[1095]

[1096]
[1097]

[1098]

[1099]
[1100]

SS=50] 10-1288144

IH—NMR (DMSO—dg) 6:1. 8—1. 9 (2H, m), 2. 0—2. 1 (2
H, m), 2. 74 (3H, s), 2. 77 (2H, t, J=6. 6Hz), 4. 1—4. 4
(2H, m)

MS (m/z): 264 (M)

A4 96
2-(3,4-tZ=2 2 A)-5-HE-4-&4-3 4-t] 3| =2 E o =[2,3-d]F] g 7] T-6-c} | EAF

[0}
Cl
cl XN s OH
o)
Az 25 oA FAAS 2-(3,4-T)F 22 A)-5-HE-4-L5-3 4-T] 3| =2 E] o = [2, 3-d] T ] 1| T -6-o} A EAF R
g 92mg & = 1t o @i, 1 44 FASIHER &9 0.63m & H7Fete], °F 70T oA 1 AIzF awkst
A}, bl ?, 1 14 94k 0.63m0 = F3A7|1, AEES o3 AFH, A=AA, B4 = 8Tmg (FH

) = I

IH—NMR (DMSO~—d,) 6:2. 38 (3H, s), 3. 77 (2H, s), 3.
95 (2H, s), 7. 3—7. 4 (1H, m), 7. 58 (1H, d, J=8. 1Hz),
7. 63 (1H, d, J=1. 9Hz), 12. 46 (1H, s)

MS (m/z):384 (M*+2), 382 (M%)

ofeh, WAl 1 3 FASHA Sel, AN 97 ~ 116 9| TS YA

2-(3,4-tZF 22 A)-5-1 8 -4-2 %-3 4-t]3| =2 E o) =[2,3-d]H I 1 g-6-Z 2 9] &2}

o]
Cl N \
T 0y
cl 2 "

Az 27 A FEF 2-(3,4-t1FREMA)-5-vD-4-4-3, 4-t] S =2 E] ol 1= [2,3-d ] 9] P -6~ 2 2 7] 24
dld=RE, dAlel 1 3 A ste], ®A S FASH.

IH—NMR (DMSO—dg) 6 :2. 39 (3H, s), 2. 97 (2H, t, J
=7. 3Hz), 3. 95 (2H, s), 7. 2—7. 7 (3H, m), 12. 24 (1H,
br s), 12. 44 (1H, br s)

MS (m/z):398 (M*+2), 396 (M%)

2 Ale] 98

2-(3.4-vF 22 )-5-eE-4-&4-3 4-t]s| = ZE| o =[2,3-d] ¥ g r] -6-HE] 2
Cl
cl N s

Azdd 29 oA AT 2-(3,4-HEREME)-5-E-4-F4-3 4t S| =R E o = [2,3-d] I 2] V]| D -6-F-F] 24t

[

OH
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B2 HE,

t,
9

3

[1101]

'H—NMR (DMSO—dg) §:

AAle 1 3 =4

J=7. 3Hz), 2.

5 (2H, s), 7.
(1H, br s)

MS (m,/ z) :

[1102]  2Ald] 99

2—7. 7 (3H, m), 12.

135} A| 3]'041 EA 3‘4‘%%% H 05]'91‘:]'.

1. 7—1. 9 (2H, m)

37 (3H, s), 2. 76 (2H, t, J

412 (M*+2), 410 (M%)

2 A-5-EYEF

2o 2|el-3 4-t]3| =2 g x=[2,3-d]F] g1

on

=S5 10-1288144

r_Q
cn
\u
L
il
L
>
>

[1103] 2-(3 4-t|S=Z=ZwA)-4-

[1104]

[1105]

6_

[1106]

=R B

'H—-NMR (DMSO—dg) 6 :

m), 12. 99 (1

" MS (m/z):

[1107] A Ao 100

[1108]

[1109]

[1110]

[1111]
[1112]

[1113]

[1114]

[1115]

ZhE A Y 2 7

H,
424 (MT4+2), 422 (M%)

OH

AZd 31 ol FAT 2-(3,4-YyZF22HA)4-2A-5-EFZFQ
FES s

AAle 1 3 FDskA ate], FA 3}

br s)

~&4-3.4-U3|E2Fo =

2vd-3,4-ts| =2 E| ol

4. 03 (2H, s), 7. 3—7. 7 (3H,

[2,3-d]¥] 2] v -6-F} 2 & A 4t

=[2,3-d]9] v d-

2-(3.4-tF = 2 Wl &) -5-v| S A v el -4-5

g
c
X, s OH

N

Az 33 oA FA
B g i,

!H-NMR (DMSO—dg) §:

94 (2H, s),

/\ET

1

7.

8 (1H, br  s)

MS (m/z) :

A A4 101

4-54-2-(E] 2.3~

4

2-(3,4-t]F 22 )-5-v EA v E-4-5

o 13 L8 sk, #A sg=s

2—7. 7 (3H, m), 12. 18 (1

00 (M*+2), 398 (M%)

H-3-A | €)-3 4-t]5| = ZE] o = [2.3-d]F] g

3. 71 (2H, s), 3.

-& -3, 4-T) 3| ERE of 1=
sHssn.

90 (3H, s), 3.

H, br s), 12. 4

r_Q
cn
\u
L
il
L
>
>

7]

A zd 77 oA
B, AAld 1 3}

a7 skel, Al i‘r%‘%% %‘*3’5}315}.

-7

)-3,4-U) 3| =2 E] o = [2,3-d] 7] g] 1]

7_

r XL

(2,3-d]¥ 2P| d-6-71=



[1116]
[1117]

[1118]

[1119]

[1120]

[1121]
[1122]

[1123]

[1124]
[1125]

[1126]
[1127]

[1128]

[1129]

[1130]

SS=50] 10-1288144

1H—-NMR (DMSO—4dg) 6:4. 00 (2H, s), 7. 10 (1H, dd,
J=1. 5, 5. OHz), 7. 3—7. 4 (1H, m), 7. 49 (1H, dd, J=3.
0, 5. OHz), 7. 83 (1H, s), 12. 83 (1H, s), 13. 52 (1LH, b
r s) .

MS (m/z):292 (M)

A A1 102

4= -0~ (E] e -2-U el )-3 4-U3| =2 E o 1= [2,3-d] 9] 2 1] A -6-F} 2 52 Al

s N~ S  OH
Azd 77 I} FAsHA st T 4-L42-2-(F e 3-2-I | Ed)-3,4-T] 5| = 2 E| o] = [ 2, 3-d] ¥ ] P P -6-F} 2 B
A E 2 RE, AAld 1 3 FdatAl s+, 3A IJFES FAsSIT.
'TH—NMR (DMSO—dg) 6§:4. 20 (2H, s), 6. 99 (1H, dd,
Jj=3. 5, 5. 3Hz), 7. 0—~7. 1 (1H, m), 7. 42 (1H, dd, J=1.
2, 5. 0Hz), 7. 85 (1H, s), 12. 89 (1H, s), 13. 57 (1H, b

r s)

MS (m/z):292 (M%)

2~ 8-4-2 2-3,4-1) 8] = 2 €] o] 22 [2.3-d] 9] ] v] ©1-6-7h 2 B A 4

(o]
0O
\N S OH

Az 45 A TAT 2-WA-A-$2-3,4-0 8 =R (2,3-4] 9 2] V] -6-7h2 2 ol W 2 e
5 B sel, A FFEES FHHA

'H-—NMR (DMSO-—dg) 6§ :3. 99 (2H, s), 7. 2—7. 4 (5H,
m), 7. 84 (1H, s), 12. 87 (1H, br s), 13. 56 (1H, br s)

MS (m/z):286 (M*), 169 (base)

A Ao 104
2-(3-F2 2 A)-4-24-3 4-U3| =2 Ed x=[2,5-d]F g B D-6-F} 2 E 2 A}

0
o)
c SN s OH

Az 76 oA AT 2-(3-FR2WA)-4-4-3 4-
AAd 1 7 FAEA s, FA SEES AT
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[1131]
[1132]

[1133]

[1134]

[1135]

[1136]
[1137]

[1138]

[1139]
[1140]

[1141]

[1142]

[1143]

[1144]

[1145]

S=50] 10-1288144

IH—-NMR (DMSO~—d,) 6:4. 01 (2H, s), 7. 3—7. 4 (3H,
m), 7. 4—7. 5 (1H, m), 7. 84 (1H, s), 12. 87 (1H, s), 13.
50 (1H, br s)

MS (m/2z):320 (M%)

A A]e] 105
4-55-0-(3-Eg T 2veul 2)-3 4-t]3| = 2 E|d%-[2,3-d] ¥ & 7]

r_Q
cn
\u
L
it
L
>,
>

r_Q
cn
\u
sl
it
J
>,
2
=

Azd 79 oA T4 FEFZE o2 )-3, 4-t)s| = ZE d =[2,3-d] 7 g 1]
ld 1

gRRE, dAd

Lo
0
do
"
g

IH—NMR (DMSO—dg) §:4. 11 (2H, s), 7. 5—7. 7 (3H,
m), 7. 77 (1H, s), 7. 84 (1H, s), 12. 89 (1H, s), 13. 58
(1H, br s)

MS (m/z): 8354 (M%)

A Ao 106
2-(3,4-UZF2EWA)4-L24-3 4-T3| =2 E o = [2,3-d] T g nH-6-F} = E 2] A}

Az 46 oA FAE 2-(3,4-0F 22U A )-4-52-3 4-TI =2 E 0| =[2,3-d]F g n]D-6-Tt2E A Ao g 2 5
B, AAd 1 3 5d&A dtof, T4 3FES eI
'H—NMR (DMSO-—dg) 6 :4. 02 (2H, s), 7. 36 (1H, dd,
J=1. 9, 8. 3Hz), 7. 60 (1H, d, J=8. 3Hz), 7. 66 (1H, d,
J=1. 9Hz), 7. 85 (1H, s), 12. 85 (1H, br s), 13. 57 (1

H, br s)
MS (m/2):356 (M*+2), 354 (M*), 169 (base)

A A e 107
2-(NZF2FE-1-od i e)-4-8 43 4-1] 3 = 2] = [2,3-d] F 2] v H-6-F} 2 2 4

Az 78 AA FAT 2-(AEZHE-1- e )-4-54-3 4-1U3| =2 F of| = [2,3-d] T 2| v d-6-F} 2 52 4|
d2RE AAd 1 7 FdsA ste], A FES T8
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[1146]
[1147]

[1148]

[1149]

[1150]

[1151]

[1152]

[1153]

[1154]

[1155]

[1156]
[1157]

[1158]

[1159]
[1160]

S=50] 10-1288144

IH—NMR (DMSO—dg) 6§ :1. 3—1. 4 (2H, m), 2. 2—2. 4 (4
H, m), 3. 44 (2H, s), 5. 4—5. 5 (1H, m), 7. 85 (1H, s), 1
2. 66 (1H, s), 13. 55 (1H, br s)

MS (m/z): 276 (M%)

A A1¢] 108

5-m| = -2-(¥] @ #-3-A o] &1 ) -4-F] % 4--3 4-t] S| = R E] o] 1=[ 2, 3-d | 2] M| T -6-F} = 1 A1 A4

Azl 87 A TR 5 Y-2-(E] L M-3-A v D)-4-€ & 2-3,4-1) 8] = 2 €] of (2, 3-d] 91 €] 1] ©-6-7H 2 B 412
olgmiE, el 13 BQs shol, EAl HEES AU,

it

IH-NMR (DMSO-—d,) §:3. 05 (3H, s), 4. 10 (2H, s), 7.
10 (1H, dd, J=1. 2, 5. OHz), 7. 3—7. 4 (1H, m), 7. 4—7.
6 (1H, m), 13. 57 (1H, br s), 13. 94 (1H, br s)

MS (m/z):322 (M*, base)

A A1e] 109

5-m| & -2-(E] @ 3-2-A o] &1 ) 4-F] £ 4--3 4-t] S| = R E| o] 1=[2,3-d | 2] V] T -6-F} = 1 A1 A4

A|zd 85 oA s s5-wE-2-(F &

-2- Elwﬂ%) 4-E] 2 2-3 4-U 5| = 2E| 0| = [2,3-d] 9 & v H-6-7} 222 Al
AERFE, AAld 1 3 FUAsA s}, FA 3

'!H—NMR (DMSO—dg) §:3. 05 (3H, s), 4. 31 (2H, s), 6.
99 (1H, dd, J=3. 5, 5. OHz), 7. 05 (1H, dd, =1. 3, 3.
5Hz), 7. 43 (1H, dd, J=1. 3, 5. OHz), 13. 59 (1H, br s),
14. 00 (1H, br s)

MS (m/2z):8322 (M*), 97 (base)

AAe 110
- A -5-w 8 -4-E] £ 4-3 . 4-T] 3| =2 El o 1= [2,3-d] 7] 2] 1| P -6-F} 2 E 2 A}

Az 91 oA gAI 2-WE-5-vE-4-E] 23 4-
Ao 1 7 LA s, ®A sES sl
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[1161]
[1162]

[1163]

[1164]

[1165]

[1166]
[1167]

[1168]

[1169]
[1170]

[1171]
[1172]

[1173]

[1174]

[1175]

S=50] 10-1288144

'H—NMR (DMSO—dg) 6§ :3. 05 (3H, s), 4. 10 (2H, s), 7.
2—~7. 4 (5H, m), 138. 56 (1H, br s), 13. 98 (1H, br s)

MS (m/z):316 (M*, base)

A 111
2-(3-B 2R WA )-5-tEl-4-E] & 4-3 4-U3| EZE| | =[2,3-d]| I 2P| D-6-F} = E 24}

]
Br SvS oH

Azzel 83 oA A 2-(3-HEEWE)-5-rE-4-E] £2-3,4-1 3| ERE] o] [ 2, 3-d | ¥ V] A -6-7F = 5 Akl
dRAE, dAld 1 3 FdsiA ste], #FA] e eI
_1H—NMR (DMSO=—d,) 6§:3. 05 (3H, s), 4. 11 (2H, s), 7.
2—7.4(2H, m), 7. 4—7. 5 (1H, m), 7. 5—7. 7 (1H, m), 13.
58 (1H, br s), 13. 97 (1H, br s)

MS (m/2):396 (MT4+2, base), 394 (M%)

A e 112
2-(3-S=2 2 WA )-5-M el -4-E] & 4-3 4-U3| EZ2E| | =[2,3-d]| I 2P| D-6-F} = E 24}

Azl 93 AlA FAF 2-(3-F 22 H)-5-ME-4-F] 543, 4-T] 3| =2 E] ol 1= [ 2, 3-d ] 9] 2] 7]
HERE, dAd 1 3} FdsiA stof, A4 =S sl

r_Q
cn
\u
sl
[
o
(12
2
2

TH-NMR (DMSO—dg) §:3. 05 (3H, s), 4. 12 (2H, s), 7.
2—~7. 5 (4H, m), 13. 57 (1H, br s), 13. 97 (1H, br s)

MS (m/2z):352 (M*+2), 8350 (M*, base)

Ao 113
5-HE-4-E] & 4-2-(3-EdZF e 2ulgdl F)-3 4-1 s =ZE] o =[2.3-d] 3 &] v

r_Q
@
\L]
N
it
L
>,
N

Az 97 oA AT 5-mE-4-E] S 4-2-(3-EZF 2w Edwld)-3 4-t3| =2 E o = [2,3-d] ¥ & v H-6-7}
ZEAMNEREE, Ao 1 3 FLsHA stod, A FES TSR
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[1176]
[1177]

[1178]

[1179]
[1180]

[1181]
[1182]

[1183]

[1184]
[1185]

[1186]
[1187]

[1188]

[1189]
[1190]

S=50] 10-1288144

'H-NMR (DMSO—de) 6:83. 05 (3H, s), 4. 22 (2H, s), 7.
5—7. 7 (3H, m), 7. 78 (1H, s), 13. 58 (1H, br s), 14. 0
0 (1H, br s)

MS (m/z):384 (M™, base)

Ao 114

2-(3.4-tE2 2 d)-5-mE-4-E| §4-3 4-t]s| =R H ol =[2,3-d] I 2] "] T-6-7}= 22}

Cl o)
ci NS oH

Azel 81 oA FAF 2-(3,4-UF W) -5 H-4-E] $4-3,4-1) 5] S 2] o 22[2,3-d] 9] €] V] W -6- 72 24
ez E, AAe 13 A sol, BA GRS A

'H-NMR (DMSO-—dg) 6§ :3. 05 (3H, s),.4. 13 (2H, s), 7.
35 (1H, dd, J=1. 9, 8. 3Hz), 7. 60 (1H, d, J=8. 3Hz),
7.67 (1H, d, J=1. 9Hz), 13, 57 (1H, br s), 14. 96 (1H,
br s)

MS (m/ 2z):386 (M*+2), 384 (M*, base)

Ao 115

2-(3-FEE-4-ZF 2 Z WA )-5-Wg-4-E] 2 4-3 4-1] 5| =& E o = [2,3-d]H 1| P-6-7t 2 E 2 A

S
Cl Sy S OH

Az 95 oA TAE 2-(3-FREZ-4-ZFQ WA )-5-1|€-4-E] & 4-3 4-T] 3| =2 E] o =[2,3-d] ¥ 2] "] H-6-7}
ZEANANEZRE, AAd 1 3 5 s, EA FES AT
'H—~NMR (DMSO—dg) 6:3. 05 (3H, s), 4. 11 (2H, s), 7.
3—7. 5 (2H, m), 7. 5—7. 7 (1H, m), 13. 59 (1H, br s), 1
3. 97 (1H, br s)

MS (m,/2):370 (M*+2), 368 (M", base)

Ao 116
2-(NZF 2 A -1-odme)-5-H & -4-E] £ 4-3 4-T] 3| = 2 E]o| .= [2,3-d] I g v H-6-F} 2 E- 2] Al

S
o
SN S OH

A zxd 89 oA AT 2-(AFRAA-1-o I E)-5-H| & -4-E] & 4-3 4-T] 3| = ZEof| = [2,3-d] ¥ g v H-6-7} &=
Bt 2 RE], AAld 1 3 FU3A 3le], A FIES A3
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SS=50] 10-1288144

'H—NMR (DMSO—dg) 6:1. 4—1. 7 (4H, m), 1. 8—2. 1 (4
H, m), 3. 06 (3H, s), 3. 39 (2H, s), 5. 53 (1H, s), 13. 5
6 (1H, br s), 13. 72 (1H, br s)

MS (m/z):320 (M*, base)
[1191]

[1192] AAld 117

[1193] 2-(ANEFZHe-1-odue)-5-HE-4-E] & 4-3 4-U]3]| == )
2 el & -5-u 8 -4-E] & A-3 4-0 3| =2 E | =[2,3-d]FH & 1| P-6-T 2 =2

[1194]

[1195] Alzd 8

o
_

o
BN
L
o
>
>
o
B

ANSZHE-1-0LHZH !H-NMR (DMSO—dg4) 6§:1. 7—1.
9 (2H, m), 2. 2~2. 4 (4H, m), 3. 06 (3H, s), 3. 54 (2H, s),
5. 4—5. 5 (1H, m), 18. 47 (1H, br s), 13. 77 (1H, br s)
NEEEEEIEN =Y 'H-NMR (DMSO—dg) §:1. 6—1. 9 (4
H, m), 2. 4—2. 7 (2H, m), 2. 8—2. 9 (2H, m), 3. 06 (3H, s),
6. 4-6. 5 (1H, m), 18. 47 (1H, br s), 13. 77 (1H, br s)

MS (m,/z): 314 (M)
[1196]

[1197]  ol&}, AAlel 1 3 FLstA shof, AAle 118 ~ 119 o] s}gt

i
o
%
ox
ol
ol
38
)

[1198]  2lAld] 118

[1199] 2-wlA-4-E] & A-3 4-t]3|=2E o =[2,3-d]F g d-6-F 2 B2}

S
QO
\N S OH

[1200]
[1201]  A|lZe] 101 oA 343 2-ME-4-E]&4-3,4-T 3| E2E 0| = [2,3-d]|F g n|d-6-Ft 2 H A H 2 5E | HA|4
1 3 43 sk, ®A FFES TS .
'H-NMR (DMSO—dg) 8:4. 13 (2H, s), 7. 2—7. 4 (5H,

m), 8. 00 (1H, s), 13. 77 (1H, br s), 14. 26 (1H, br s)

MS (m/ 2z):302 (M*, base)
[1202] :

[1203] A Ao 119

[1204] 2-(3.4-T|EF 22 A)-4-E]24-3 4-T]s| =2 Elol| =[2 . 3-d] T & P H-6-FL 2B 2] A}

S
Cl o
cl NS OH

[1205]

_83_



[1206]

[1207]
[1208]

[1209]
[1210]
[1211]
[1212]
[1213]
[1214]
[1215]
[1216]

[1217]

SS=50] 10-1288144

Azl 99 oA AR 2-(3,4-HF R 2 A )4~ £ 4-3,4-1 3] 2 H ol 1 [2,3-d] 9 Z W] -6-7F 2 5 A Ao F 2
FE, AAd 19 edstA skl w4 Ses SAdskal

'H—NMR (DMSO—de) 6:4. 16 (2H, s), 7. 35 (1H, dd,
J=1.9, 8 3Hz), 7. 61 (1H, d, J=8. 3Hz), 7. 67 (1H, d,

J=1. 9H=z), 8. 01 (1H, s), 13. 77 (1H, br s), 14. 22 (1
H, br s)

MS (m/z):372 (M*+2), 370 (M*, base)

AA e - AA

mg/ A

2y e 5.0
2 B 10.0
R 73.0
THERA L A2 0% 10.0
=] 1.0
Z=Hlop = abub 1) ¢ 1.0

100.0

R  E

2
X S

o W
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